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(II) (BU) (IV) 

which act as MCH receptor antagonists. These compositions are useful in pharmaceutical compositions whose use 
includes prophylaxis or treatment of Improving memory function, sleeping and arousal, anxiety, depression, mood 
disorders, seizure, obesity, diabetes, appetite and eating disorders, cardiovascular disease, hypertension, dyslipi- 
demia, myocardial infarction, binge eating disorders including bulimia, anorexia, mental disorders including manic de- 
pression, schizophrenia, delirium, dementia, stress, cognitive disorders, attention deficit disorder, substance abuse 
disorders and dyskinesias including Parkinson's disease, epilepsy, and addiction. 
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Description 

Field of the Invention 

5 [0001] The present invention relates to compounds which act as antagonists for MCH receptors and to the use of 
these compounds in pharmaceutical compositions. 

Background of the Invention 

io [0002] Melanin Concentrating Hormone (MCH), a cyclic peptide, has been identified as the endogenous Ngand of 
the orphan G-protein coupled receptor SLC-1 . See, for example, Shimomura et al. , Biochem. Biophys. Res. Commun. 
261 , 622-26 (1 999). Studies have indicated that MCH acts as a neurotransmitter/neuromodulator to alter a number of 
behavioral responses such as feeding habits. For example, injection of MCH into rats has been reported to increase 
their consumption of food. Reports indicate that genetically engineered mice which tack MCH show lower body weight 

is and increased metabolism. See Salto et al., TEM, vol. 11,299 (2000). As such, the literature suggests that discovery 
of MCH antagonists that interact with SCL-1 expressing cells will be useful in developing obesity treatments. See 
Shimomura et al., Biochem. Biophys. Res. Commun. 261, 622-26 (1999). 

[0003] G protein-coupled receptors (GPCRs) share a common structural motif. All these receptors have seven se- 
quences of between 22 to 24 hydrophobic amino acids that form seven alpha helices, each of which spans the mem- 

20 brane. The fourth and fifth transmembrane helices are joined on the extracellular side of the membrane by a strand of 
amino acids that forms a relatively large loop. Another larger loop, composed primarily of hydrophilic amino acids, joins 
transmembrane helices five and six on the intracellular side of the membrane. The carboxy terminus of the receptor 
lies intracellular^, and the amino terminus lies in the extracellular space. It is thought that the loop joining helices five 
and six, as well as the carboxy terminus, interact with the G protein. Currently, Gq, Gs, Gi, and Go are G proteins that 

25 have been identified as possible proteins that interact with the receptor. 

[0004] Under physiological conditions, GPCRs exist in the cell membrane in equilibrium between two different states 
or conformations: an "inactive" state and an "active" state. A receptor in an inactive state is unable to link to the intra- 
cellular transduction pathway to produce a biological response. Changing the receptor conformation to the active state 
allows linkage to the transduction pathway and produces a biological response. 

30 [0005] A receptor may be stabilized in an active state by an endogenous ligand or an exogenous agonist ligand. 
Recent discoveries, including but not exclusively limited to, modifications to the amino acid sequence of the receptor, 
provide alternative mechanisms other than ligands to stabilize the active state conformation. These approaches effec- 
tively stabilize the receptor in an active state by simulating the effect of a ligand binding to the receptor. Stabilization 
by such ligand-independent approaches is termed "constitutive receptor activation." In contrast, antagonists can com- 

35 petitivety bind to the receptor at the same site as agonists, but do not activate.the intracellular response initiated by 
the active form of the receptor, and therefore inhibit the intracellular responses by agonists. 
[0006] Certain 2-aminoquinazoline derivatives have been reported to be NPY antagonists which are said to be ef- 
fective in the treatment of disorders and diseases associated with the NPY receptor subtype Y5. See PCT Patent 
Application 97/20823. Quinazoline derivatives have also been found to be useful by enhancing antitumor activity. See 

40 PCT Patent Application 92/07844. And also the quinoline derivatives which have an antagonist activity for MCH receptor 
are known in these patents, WO03/070244, WO03/1 06850, WO03/45313, WO03/045920, and WO04/04726. 
[0007] Recently, our current knowledge of human obesity has advanced dramatically. Previously, obesity was viewed 
as an oppugnant behavior of inappropriate eating in the setting of appealing foods. Studies of animal models of obesity, 
biochemical alterations in both humans and animals, and the complex interactions of psychosocial and cultural factors 
that create receptiveness to human obesity indicate that this disease in humans is multlfaceted and deeply entrenched 
in biologic systems. Thus, it is almost certain that obesity has multiple causes and that there are different types of 
obesity. Not only does MCHR1 antagonist have potent and durable anti-obesity effects in rodents, it has surprising 
antidepressant and anxiolytic properties as well (Borowsky et al., Nature Medicine, 8, 825-830, 2002). MCHR1 antag- 
onists have been reported to show antidepressant and anxiolytic activities in rodent models such as social interaction, 

50 forced swimming test and ultrasonic vocalization. These findings indicate that MCHR1 antagonists could be useful for 
treatment of obesity patients with multiple causes. Moreover, MCHR1 antagonists could be used to treat subjects not 
only with obesity, but also those with depression and anxiety. These advantages make it different from NPY receptor 
antagonists, with which anxiogenic-like activity can be expected, as NPY itself has anxiolytic-like effect. 
[0008] Obesity is also regarded as a chronic disease and the possibly of long-term treatment is a concept that is 

55 receiving more attention. In this context, it is noteworthy that the depletion of MCH leads to hypophagia as well as 
leanness (Shimada et al. , Nature, 396, 670-674, 1 998). By contrast, NPY (Erickson et al., Nature, 381 , 415-41 8, 1 996), 
as well as the Y1 (Pedrazzinl et al. , Nature Medicine, 4, 722-726, 1 998) and Y5 receptors (Marsh et al. , Nature Medicine, 
4, 718-721, 1998), disrupted mice maintained a stable body weight or rather became obese. Considering the above 
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reports, MCHR1 antagonists can be more attractive than Y1 or Y5 receptor antagonists in terms of long-term treatment 
of obese patients. 

[0009] Obesity, which is the result of an imbalance between caloric intake and energy expenditure, is highly correlated 
with insulin resistance and diabetes in experimental animals and human. However, the molecular mechanisms that 

5 are involved in obesity-diabetes syndromes are not clear. During early development of obesity, increase insulin secre- 
tion balances insulin resistance and protects patients from hyperglycemia (Le Stunff, et al. Diabetes 43, 696-702 
(1 989)). However, after several decades, p cell function deteriorates and non-insulin-dependent diabetes develops in 
about 20% of the obese population (Pederson, P. Diab. Metab. Rev. 5, 505-509 (1 989)) and (Brancati, F. L , et al. , Arch. 
Intern. Med. 159, 957-963 (1 999)). Given its high prevalence in modem societies, obesity has thus become the leading 

io risk factor for NIDDM (Hill, J. O., et al., Science 280, 1371-1374 (1998)). However, the factors which predispose a 
fraction of patients to alteration of insulin secretion in response to fat accumulation remain unknown. 
[0010] Whether someone is classified as overweight or obese is generally determined on the basis of their body 
mass index (BMI) which is calculated by dividing body weight (kg) by height squared (m 2 ). Thus, the units of BMI are 
kg/m 2 and it is possible to calculate the BMI range associated with minimum mortality in each decade of life. Overweight 

15 is defined as a BMI in the range 25-30 kg/m 2 , and obesity as a BMI greater than 30 kg/m 2 (see TABLE below). There 
are problems with this definition in that it does not take into account the proportion of body mass that is muscle in 
relation to fat (adipose tissue). To account for this, obesity can also be defined on the basis of body fat content: greater 
than 25% and 30% in males and females, respectively. 



CLASSIFICATION OF WEIGHT BY BODY MASS INDEX (BMI) 


BMI 


CLASSIFICATION 


<18.5 


Underweight 


18.5-24.9 


Normal 


25.0-29.9 


Overweight 


30.0-34.9 


Obesity (Class I) 


35.0-39.9 


Obesity (Class II) 


>40 


Extreme Obesity (Class III) 



[0011] As the BMI increases there is an increased risk of death from a variety of causes that is independent of other 
risk factors. The most common diseases with obesity are cardiovascular disease (particularly hypertension), diabetes 
(obesity aggravates the development of diabetes), gall bladder disease (particularly cancer) and diseases of repro- 
duction. Research has shown that even a modest reduction in body weight can correspond to a significant reduction 
in the risk of developing coronary heart disease. 

[0012] Compounds marketed as anti-obesity agents include Oriistat (XENICAL™) and Sibutramine. Orlistat (a lipase 
inhibitor) inhibits fat absorption directiy and tends to produce a high incidence of unpleasant (though relatively harmless) 
side-effects such as diarrhea. Sibutramine (a mixed 5-HT/noradrenaline reuptake inhibitor) can increase blood pressure 
and heart rate in some patients. The serotonin releaser/reuptake inhibitors fenfluramine (Pondimin™) and dexfenflu- 
ramine (Redux™) have been reported to decrease food intake and body weight over a prolonged period (greater than 
6 months). However, both products were withdrawn after reports of preliminary evidence of heart valve abnormalities 
associated with their use. Accordingly, there is a need for the development of a safer anti-obesity agent. 
[001 3] Obesity considerably increases the risk of developing cardiovascular diseases as well. Coronary insufficiency, 
atheromatous disease, and cardiac insufficiency are at the forefront of the cardiovascular complication induced by 
obesity. It is estimated that If the entire population had an idea! weight, the risk of coronary insufficiency would decrease 
by 25 % and the risk of cardiac insufficiency and of cerebral vascular accidents by 35%. The incidence of coronary 
diseases is doubled in subjects less than 50 years of age who are 30% overweight. The diabetes patient faces a 30% 
reduced lifespan. After age 45, people with diabetes are about three times more likely than people without diabetes to 
have significant heart disease and up to five times more likely to have a stroke. These findings emphasize the inter- 
relations between risks factors for NIDDM and coronary heart disease and the potential value of an integrated approach 
to the prevention of these conditions based on the prevention of these conditions based on the prevention of obesity 
(Perry, I. J., et al., BMJ 310,560-564 (1995)). 

[0014] An increasing number of children and adolescents are overweight. Although not aii overweight children will 
necessarily become overweight aduits, the growing occurrence of obesity in childhood is likely to be reflected in in- 
creasing obesity In adult years. The high prevalence of obesity in our adult population and the likelihood that the nation 
of the future will be even more obese demands a re-examination of the health implications of this disease. See, Health 
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Implications of Obesity. NIH Consens. Statement Online 1985 Feb 11-13; 5(9):1-7. 

[0015] "Clinical obesity" is a measurement of the excess body fat relative to lean body mass and is defined as a 
body weight more than 20% above the ideal body weight. Recent estimates suggest that 1 in 2 adults in the United 
States is clinically obese, an increase of more than 25% over the past decades. Flegal M.D. et al., 22 Int. J. Obes. 
5 Relat. Metab. Dlsor. 39 (1 998). Both overweight conditions and clinical obesity are a major health concerns worldwide, 
in particular because clinical obesity is often accompanied by numerous complications, /.&, hypertension and Type II 
diabetes, which in turn can cause coronary artery disease, stroke, late-stage complications of diabetes and premature 
death. (See, e.g., Nishina P.M. et al., 43 Metab. 554 (1 994)). 

[0016] Although the etiologic mechanisms underlying obesity require further clarification, the net effect of such mech- 
10 anisms leads to an imbalance between energy intake and expenditure. Both genetic and environmental factors are 
likely to be involved in the pathogenesis of obesity. These include excess caloric intake, decreased physical activity, 
and metabolic and endocrine abnormalities. 

[0017] Treatment of overweight conditions and clinical obesity via pharmaceutical agents are not only of importance 
with respect to the conditions themselves, but also with respect to the possibility of preventing other diseases that are 
is associated with, e.g., clinical obesity, as well as enhancement of the positive feeling of "self that often accompanies 
those who are overweight or clinically obese and who encounter a significant reduction In body weight. Given the 
foregoing discussion, it is apparent that compounds which help in the treatment of such disorders would be useful and 
would provide an advance in both research and clinical medicine. The present invention is directed to these, as well 
as other, important ends. 

20 

SUMMARY OF THE INVENTION 

[0018] The present invention is drawn to compounds, which bind to and modulate the activity of a GPCR referred to 
herein as MCH, and uses thereof. The term MCH, as used herein, includes the human sequences found in GeneBank 
25 accession number NM J)05297, naturally-occurring allelic variants, mammalian orthologs, biologically active fragments 
and recombinant mutants thereof. 

[0019] One aspect of the present invention relates to certain substituted heterocyclic compounds represented by 
Formula (I): 

30 O Y 

a) 

35 wherein Q is: 



40 




45 



R 1 is selected from the group consisting of: 



(i) C,. 16 alkyl, and 

so c^e alkyl substituted by substrtuent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• oxo, 

55 ♦ c v5 alkoxy, 

• C^g alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• carbocyclic aryl, 
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heterocyclyl, and 

heterocyclyl substituted by C^ 5 alkyl, 

C^s alkylcarbonyloxy, 
carbocyclyloxy, 
carbocycllc aryloxy, 

carbocycllc aryloxy substituted by substltuent(s) independently selected from the group consisting of: 

•• halogen, 

hydroxy, 

carboxy, 

carbamoyl, 
•• nitro, 
•• cyano, 
•• amino, 

carbocyclic aryl, 

carbocyclic aryl substituted by C V5 alkoxy, 
C^g alkoxy, 
•• C^s alkoxy substituted by halogen, 
C t . 5 alkyl, and 

alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 

••• hydroxy, 

••• carboxy, 

••• oxo, 

••• mono-Cj.5 alkylamino, 

••• di-C^s alkylamino, 

••• mono-C^s alkylamino substituted by carbocyclic aryl, 

di-C^s alkylamino substituted by carbocyclic aryl, 

••• mono-C^g alkylamino substituted by halogenated carbocyclic aryl, 

«• di-C^g alkylamino substituted by halogenated carbocyclic aryl, 

••• carbocyclic arylcarbonylamino, and 

••• carbocyclic arylcarbonylamino substituted by halogen, 

heterocyclyloxy, 

heterocyclyloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 

hydroxy, 
•• carboxy, 

carbamoyl, 

nitro, 

cyano, 
~ amino, 
*• carbocyclic aryl, 

•• carbocyclic aryl substituted by C A . S alkoxy, 
•• C^s alkoxy, 

C^g alkoxy substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, and 
••• carboxy, 

C^s alkyl, and 

•• 0^5 alkyl substituted by substituent(s) independently selected from the group consisting of: 
••• halogen, 
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••• hydroxy, and 
••• carboxy, 

substituted heterocyclyl-ethylideneaminooxy, 
C^g alkoxycarbonyl, 

C^g alkoxycarbonyl substituted by carbocyclic aryl, 
mono-C^ alkylaminocarbonyl, 
di-C^s alkylaminocarbonyl, 
mono-C^g alkylamino, 

10 • mono-C^g alkylamino substituted by substituent(s) independently selected from the group consisting of: 

cyano, 

carbocyclic aryl, and 
heterocyclyl, 

15 

• di-C,. 5 alkylamino, 

• di-C^g alkylamino substituted by substituent(s) independently selected from the group consisting of: 
•• cyano, 

20 - carbocyclic aryl, and 

heterocyclyl, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by substituent(s) independently selected from the group consist- 
25 ing of: 

•• halogen, 

•• hydroxy, 

•• carboxy, 

30 •• carbamoyl, 

•• nitro, 

•• cyano, 

•• amino, 

•• carbocyclic aryl, 

35 carbocyclic aryl substituted by alkoxy, 
C^s alkoxy, 

•• C^s alkoxy substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
40 — hydroxy, and 

carboxy, 

•• Ci.s alkyl, and 

alkyl substituted by substituent(s) independently selected from the group consisting of: 

45 

••• halogen, 
••• hydroxy, and 
••• carboxy, 

so • di-carbocyclic arylamino, 

• di-carbocyclic arylamino substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 

55 — carboxy, 

•• carbamoyl, 
•• nitro, 
cyano, 
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amino, 

carbocycllc aryl, 

- carbocycllc aryl substituted by aikoxy, 
Ct.s aikoxy, 

aikoxy substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 
••• hydroxy, and 
carboxy, 

- C^g alkyl, and 

C^s alkyl substituted by substituent(s) Independently selected from the group consisting of: 

••• halogen, 
15 — hydroxy, and 

••• carboxy, 

• mono-heterocyclylamino, 

• mono-heterocyclylamino substituted by substituent(s) independently selected from the group consisting 
20 of: 

halogen, 
•• hydroxy, 
carboxy, 

25 carbamoyl, 
nitro, 
•• cyano, 
•• amino, 
•• carbocycllc aryl, 
30 •• carbocyclic aryl substituted by C V5 aikoxy, 

C^s aikoxy, 

C.,.5 aikoxy substituted by substituent(s) Independently selected from the group consisting of: 

••• halogen, 
35 — hydroxy, and 

••• carboxy, 

C^s alkyl, and 

•• C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

40 

••• halogen, 

hydroxy, and 
••• carboxy, 

45 • di-heterocyclylamino, 

• di-heterocyclylamlno substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 

so •• carboxy, 

•• carbamoyl, 

•• nitro, 

•• cyano, 

•• amino, 
55 •• carbocyclic aryl, 

•» carbocyclic aryl substituted by C A . S aikoxy, 
C^s aikoxy, 

•• C^g aikoxy substituted by substituent(s) independently selected from the group consisting of: 
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••• halogen, 
••• hydroxy, and 
••• carboxy, 

•• C^s alkyl, and 

m C t . 5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
••• hydroxy, and 
••• carboxy, 

C^g alkylcarbonylamino, 

C^s alkylcarbonylamino substituted by substituent(s) independently selected from the group consisting of: 

•• C^s alkylcarbonylamino, 
•• carbocyclic arylcarbonylamino, and 
heterocyclyl, 

C^g alkoxycarbonylamino, 
carbocyclic arylcarbonylamino, 
heterocyclyl carbonylamino, 
carbocyclic arylsulfonylamino, 

carbocyclic arylsulfonylamino substituted by substituent(s) independently selected from the group con- 
sisting of: 

•• nitro, 
•• C<,. 5 alkyl, 

mono-C^g alkylamino, and 
•• di-C 1 . s alkylamino, 

c i-s alkylthio, 

C t . 5 alkylthio substituted by substituent(s) independently selected from the group consisting of: 

•• mono-carbocyclic arylaminocarbonyl, 

•• mono-carbocyclic arylaminocarbonyl substituted by halogen, 

di-carbocyclic arylaminocarbonyl, 

di-carbocyclic arylaminocarbonyl substituted by halogen, 
•• mono-carbocyclic arylamino, 
•• mono-carbocyclic arylamino substituted by halogen, 

di-carbocyclic arylamino, 
*• di-carbocyclic arylamino substituted by halogen, 
•• carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
C^alkoxy, 

carbocyclic arylthio, 

carbocyclic arylthio substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• C^g alkyl, and 

•• C^g alkyl substituted by halogen, 
carbocyclic arylsulfinyl, 

carbocyclic arylsulfinyl substituted by substituent(s) independently selected from the group consisting of: 
•• halogen, 
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C^s alkyl, and 
•• C V 5 alkyl substituted by halogen, 

• carbocycllc arylsulfonyl, 

• carbocycllc arylsulfonyl substituted by substltuent(s) independently selected from the group consisting of: 

•• halogen, 

~ C t . 5 alkyl, and 

- C^s alkyl substituted by halogen, 

• heterocyclylthio, 

• heterocyclylthio substituted by substltuent(s) Independently selected from the group consisting of: 

nitro, and 
C^s alkyl, 

C3-6 cycloalkyl, 

C M cycloalkyl substituted by alkyl, 
C M cycloalkyl substituted by carbocycllc aryl, 

cycloalkenyl, 
carbocyclyl, 

carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• C^s alkyl, 
•• alkoxy, 
•• alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
••• carbocycllc aryl, and 

••• carbocycllc aryl substituted by C V5 alkylsulfinyl, 

• carbocycllc aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• hydroxy, 
•• carboxy, 
» carbamoyl, 

cyano, 

nitro, 

amino, 

•• C^g alkylcarbonylamino, 

•• C w cycloalkylcarbonylamino, 

•• 0^5 alkyl, 

•• C^g alkyl substituted by substituent(s) Independently selected from the group consisting of: 

••• halogen, 

••• hydroxy, 

••• carboxy, 

••• carbamoyl, 

••• oxo, 

••• carbocyclic aryl, 

••• heterocyclyl, 

••• mono-carbocyclic arylamino, 

••• di-carbocyclic arylamino, 

••• mono-carbocyclic arylamino substituted by substituent(s) independently selected from the group 
consisting of: 
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•••• halogen, 
•••• nitro, 

^.5 alkyl, 
•••• C.,.5 alkoxy, and 
•••• C^s alkoxy substituted by halogen, 

di-carbocycllc arylamlno substituted by substltuent(s) Independently selected from the group con- 
sisting of: 

•••• halogen, 
•••• nitro, 

C^s alkyl, 
•••• Ct.s alkoxy, and 
•••• C^g alkoxy substituted by halogen, 

C 2 . 5 alkenyl, 
C^s alkoxy, 

0^5 alkoxy substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, and 
•~ carbocyclic aryl, 

carbocyclic aryloxy, 

C^g alkoxycarbonyl, 

0^5 alkylcarbonyloxy, 

mono-C^s alkylamlno, 

di-^.5 alkylamlno, 

mono-carbocyclic arylamlno, 

mono-carbocyclic arylamino substituted by halogen, 

di-carbocyclic arylamino, 

di-carbocycllc arylamino substituted by halogen, 

mono-carbocyclic arylaminocarbonyl, 

mono-carbocyclic arylaminocarbonyl substituted by substituent(s) selected from the group consisting 
of: 

••• halogen, 
••• nitro, 

C^s alkyl, 
••• 0^5 alkoxy, and 
— C^s alkoxy substituted by halogen, 

di-carbocyclic arylaminocarbonyl, 

di-carbocyclic arylaminocarbonyl substituted by substituent(s) selected from the group consisting of: 

••• halogen, 
••• nitro, 
••• alkyl, 

alkoxy, and 
••• C^s alkoxy substituted by halogen, 

mercapto, 
C^g alkylthio, 

C^g alkylthio substituted by halogen, 
0^5 alkylsulfonyl, 
c 3-e cycloalkyl, 
carbocyclic aryl, and 
heterocyclyl, 
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• heterocyclyl, and 

• heterocyclyl substituted by substltuent(s) independently selected from the group consisting of: 
•• halogen, 

•• hydroxy, 
•• carboxy, 
••carbamoyl, 
•• cyano, 
•• nltro, 
•• amino, 
•• C^s alky I, 

•• C^s alkyl substituted by substltuent(s) independently selected from the group consisting of: 

••• halogen, 

••• hydroxy, 

••• carboxy, and 

••• carbamoyl, 

•• C^s alkyl substituted by carbocyclic aryl, 
••^.5 alkoxy, 

•• C^g alkoxy substituted by halogen, 

•• alkoxy substituted by carbocyclic aryl, 

•• carbocyclic aryl, and 

•• carbocyclic aryl substituted by halogen, 

(ii) C 2 . 8 alkenyl, and 

C2.8 a'kenyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• oxo, 

• C 1 .5 alkoxy, 

• C^g alkoxy substituted by carbocyclic aryl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substrtuent(s) independently selected from the group consisting of: 

•• halogen, 

•• hydroxy, 

•• nitro, 

•• ^.5 alkyl, 

- Cj.5 alkyl substituted by halogen, 

C^s alkoxy, and 

•• 0^5 alkoxy substituted by halogen, 

• heterocyclyl, and 

• heterocyclyl substituted by substltuent(s) independently selected from the group consisting of: 

•• hydroxy, 

•• nitro, 

~ C V5 alkyl, and 

•• C^j alkoxy, 

(iii) C2_ 5 alkynyl, and 

C 2 . 5 alkynyl substituted by carbocyclic aryl, 

(iv) C^o cycloalkyl, and 

Ca. 12 cycloalkyl substituted by substituent(s) independently selected from the group consisting of 

• C V5 alkyl, 

• C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 
•• hydroxy, 
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oxo, and 
carbocyclic aryl, 

• mono-C^s alkylamino, 

• mono-C^ alkylamino substituted by carbocyclic aryl, 

• di-Cj.5 alkylamino, 

• dl-C^s alkylamino substituted by carbocyclic aryl, 

• carbocyclic arylcarbonylamino, 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of. 

halogen, 
C^s alkoxy, 
•• C^s alkyl, and 

C^s alkyl substituted by halogen, 

(v) C M cycloalkenyl, and 

C3. 6 cycloalkenyl substituted by alkyl, 

(V ° ^caSo^fsubstituted by substitutent(s) independently selected from the group consisting of: 

• hydroxy, and 

• nitro, 

(vii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 
cyano, 
nitro, 

C alkyl 

c]'Z alkyl'substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
hydroxy, 
•* carboxy, 
carbamoyl, 

•• 0X0, 

•• C,. 5 alkoxy, 

carbocyclic aryloxy, 
•• mono-C^g alkylamino-N-oxy, 
~ di-C^s alkylamino-N-oxy, 
•• mono-Ci.5 alkylamino, 
•• di-0^5 alkylamino, 

•• mono-C^ alkylamino substituted by carbocyclic aryl, 
•• di-C^g alkylamino substituted by carbocyclic aryl, 
mono-carbocyclic arylamino, 
di-carbocyclic arylamino, 
— carbocyclylimino, 

carbocyclylimino substituted by carbocyclic aryl, 
•• mono-carbocyclic arylamino, 
•• dl-carbocyclic arylamino, 

mono-carbocyclic arylamino substituted by C 1-5 alkoxy, 
di-carbocyclic arylamino substituted by C V5 alkoxy, 
mono-carbocyclic arylaminocarbonyl, 
•• di-carbocyclic arylaminocarbonyl, 

•• mono-carbocyclic arylaminocarbonyl substituted by C 1-5 alkoxy, 
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di-carbocyclic arylaminocarbonyl substituted by C 1 * alkoxy, 
•• carbocycllc aryl, 

•• carbocycllc aryl substituted by substltuent(s) independently selected from the group consisting of: 

••• halogen, 

~ C^s alkyl, and 

••• 0^5 alkyl substituted by halogen, 
heterocyclyl, and 

heterocyclyl substituted by alkyl, 
C 2 . 5 alkenyl, 

C 2 . 5 alkenyl substituted by carbocyclic aryl, 
O,^ alkoxy, 

alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• hydroxy, 
•• halogen, 
w carboxy, 

•• mono-C^ alkylamino, 
•• dl-C V5 alkylamino, 
•• carbocyclic aryl, 
•• halogenated carbocyclic aryl , 
heterocyclyl, 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 

••• heterocyclyl, and 

••• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•••• halogen, 

•••• C^s alkyl, and 

C\.$ alkyl substituted by halogen, 

C 2 . 5 alkenyloxy, 
C 3 ^ cycloalkoxy, 
C«,. 5 alkytearbonyloxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 

hydroxy, 
•• carboxy, 

carbamoyl, 

cyano, 

nitro, 

amino, 
•• C t . 5 alkyl, 

•• C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 

••• hydroxy, 

••• carboxy, and 

••• carbamoyl, 

C^s alkoxy, and 

Ci. 5 alkoxy substituted by halogen, 
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• heterocyclyloxy, . . 

• heterocyclyloxy substituted by substituent(s) Independently selected from the group consisting of. 

•• halogen, 

hydroxy, 

carboxy, 
•• carbamoyl, 

cyano, 
•• nitro, 
•• amino, 
•• C 15 alkyl, 

C 14 alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 

••• hydroxy, 

••• carboxy, and 

••• carbamoyl, 

0^5 alkoxy, and 
» C 1a5 alkoxy substituted by halogen, 

(carbocyclic aryl)S(0) 2 O t 
carboxy, 
carbamoyl, 
C 1b5 alkoxycarbonyl, 
mono-Cf.5 alkylaminocarbonyl, 
di-C^s alkylaminocarbonyl, 

mono-C^g alkylaminocarbonyl substituted by carbocycllc aryl, 
di-C^s alkylaminocarbonyl substituted by carbocycllc aryl, 
mono-carbocyclic arylaminocarbonyl, 
di-carbocyclic arylaminocarbonyl, 

mono-carbocyclic arylaminocarbonyl substituted by alkyl, 
di-carbocyclic arylaminocarbonyl substituted by Cj* alkyl, 
amino, 

mono-C^s alkylamino, 
di-C^j alkylamino, 

mono-C^s alkylamino substituted by cyano, 
di-C^s alkylamino substituted by cyano, 
mono-carbocyclic arylamino, 
di-carbocyclic arylamino, 
C V3 alkylcarbonylamino, 
C 3 ^ cycloalkylcarbonylamino, 
C 2 .3 alkynylcarbonylamino, 

C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 
C^s alkoxycarbonylamino, 
carbocyclic arylsulfonylamino, 
carbocyciic arylsulfonylamino substituted by C^g alkyl, 
(carbocyclic aryl)NHC(0)NH, 

(carbocyclic aryl)NHC(0)NH substituted by alkoxy, 
(carbocycllc aryl)NHC(0)NH substituted by haloganated C V5 alkoxy, 
carbocyclic aryl azo, 

carbocyclic aryl azo substituted by mono-C^g alkylamino, 
carbocyclic aryl azo substituted by di-C^ alkylamino, 
C^s alkyithio, 

C^s alkyithio substituted by halogen, 

carbocyclic arylthio, , 
carbocyclic arylthio substituted by substituent(s) independently selected from the group consisting of. 
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•• halogen, 
•• nitro, 

cyano, and 
•t C^s alkyl, 

aminosulfonyl, 
heterocyclylthlo, 
C^s alkylsulfonyl, 
mono-C^s alkylaminosulfonyl, 
di-C^s alkylaminosulfonyl, 
heterocyclylsulfonyl, 
C M cycloalkyl, 

C 3 ^ cycloalkyl substituted by alkyl, 

caSIc ^substituted by substltuent(s) independently selected from the group consisting of: 

•• 0^7 alkyl, and 

C^y alkyl substituted by halogen, 

! SScJI'sTbstituted by substltuent(s) independently selected from the group consisting of: 
C,. s alkyl, 

carbocyclic aryl, and 
halogenated carbocyclic aryl , 

. c,. 5 alkoxycarbonyl substituted by carbocyclic aryl, and 

m ISZSSfi substituted by substJtuent(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 
carboxy, 
carbamoyl, 
cyano, 
nitro, 
amino, 

c£ S' substituted by substituent(s) independently selected from the group consisting of: 

- halogen, 
hydroxy, 

w carboxy, 
•• carbamoyl, 
•• oxo, 

alkylcarbonyloxy, 
•• carbocyclic arylcarbonylamino, 

- carbocyclic arylcarbonylamino substituted by halogen, 
•• C V 5 alkoxycarbonyl, 

- C^s alkylthio, 
C^g alkylthio substituted by carbocyclic aryl, 

- C^g alkylthio substituted by halogenated carbocyclic aryl, 

Z caSIc a!Jl substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, and 
••• nitro, 
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•• heterocvclvl and 

- heterocyclyl'substltuted by substltuent(s) Independently selected from the group consisting of: 

halogen, 
•n 0^5 alkyl, and 
~ c V5 alkyl substituted by halogen, 

C^s alkoxy, 

alkoxy substituted by halogen, 
C^s alkoxy substituted by carbocyclic aryl, 

caSlic aK'substltuted by substltuent(s) independently selected from the group consisting of: 

w halogen, 

nitro, 
•• cyano, 

hydroxy, 
•• carboxy, 
•• carbamoyl, 

amino, 

alkyl'substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 

••• hydroxy, 

••• carboxy, and 

••• carbamoyl, 

mono-C^s alkylamino, 
•• di-C,_ 5 alkylamino, 
•• C^j alkylcarbonylamino, 
m C3. 6 cycloalkycarbonylamino, 

Ct.5 alkoxy, 

C^s alkoxy substituted by halogen, 
•• C^e cycloalkyl, 
m c 2 . 5 alkenyl, 
•• Ca-salkynyl, 
•• carboxy, 
•• C^s alkoxycarbonyl, 

mono-C^ alkylaminocarbonyl, 
•• di-C^j alkylaminocarbonyl, 

mono-C 3 ^ cycloalkylaminocarbonyl, 

di-C 3 ^ cycloalkylaminocarbonyl, 

mono-C^s alkylaminocarbonylamino, 

di-C V5 alkylaminocarbonylamino, 

mono-C 3 ^ cycloalkylamlnocarbonylamlno, 
m di-C3_e cycloalkylaminocarbonylamino, 
•• C^g alkylthio, 

•• C^s alkylthio substituted by halogen, 
« C V5 alkylsulfinyl, 

m q.5 alkylsulfinyl substituted by halogen, 

•• C^g alkylsulfonyl, and 

•• C^s alkylsulfonyl substituted by halogen, 

teteroSS b V substituent(s) independently selected from the group consisting of: 

halogen, 
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•• nitro, 

hydroxy, 
•• carboxy, 

carbamoyl, 
•• cyano, 
•• amino, 

Ci. 5 alkyl, , . 

- C^g alky! substituted by substituent(s) independently selected from the group consisting of: 

••• halogen, 

••• hydroxy, 

••• carboxy, and 

••• carbamoyl, 

•• C.,.5 alkoxy, and 

•• C^g alkoxy substituted by halogen, 

mono-C^s alkylamino, 

di-C^ alkylamino, 

mono-carbocyclic arylamino, 

mono-carbocyclic arylamino substituted by halogen, 

alkytearbonylamino, 
C^alkylthio, 
C 2 . 5 alkenylthio, 
carbocyclic arylthio, 

carbocyclic arylthio substituted by halogen, 
carbocyclic arylthio substituted by alkoxycarbonyl, 
heterocyclylthio, 

heterocyclylthio substituted by C^g alkyl, 
C^g alkylsulfinyl, 
C^j alkylsulfonyl, 
carbocyclic arylsulfinyl, 

carbocyclic arylsulfinyl substituted by halogen, 
carbocyclic arylsulfonyl, 

carbocyclic arylsulfonyl substituted by substituent(s) independently selected from the group consisting of 

•• halogen, 
•• Ci. 5 alkoxy, 

Ct.s alkyl, and 
•• C^g alkyl substituted by halogen, 

C^s alkoxycarbonyl, 

C^s alkoxycarbonyl substituted by carbocyclic aryl, 

carbocyclic aryl, . . 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

— halogen, 
•• nitro, 

- C 1<5 alkyl, 

C^s alkyl substituted by halogen, 
•• C^s alkoxy, and 

C^s alkoxy substituted by halogen, 

heterocyciyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• C^s alkyl, 
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•• C 14 allcyl substituted by halogen, 
•• C^s alkoxy, and 
C,.5 alkoxycarbonyl; 

Ra is selected from the group consisting of: 

hvdroaen halogen hydroxy, carboxy, carbamoyl, amino. alkyl. C,., alkyl substituted by halogen C^s 
•C£^'lX?C M alkyl substituted by carboxy. C,. 5 alkyl substituted by carbamoyl, C V5 alkoxy 
SZSlS ^ hJoW -NHNHa. -NHNHBoc, -NOWdW. ^rpholino, 4-acetyl-piperazyl. or 
4-phenyl-piperazyl, 

wherein Rza is hydrogen or Cl . 5 alkyi and R* b aikyi, C M cycioaikyl, or C« alkyi substituted by subset 
(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 
carboxy, 
carbamoyl, 
C^s alkoxy, 
amino, 
-NHBoc, 
c 3-e cycloalkyl, 

"Sic ^'substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• C^g allcyl, 

•• 0^5 alkoxy, and 

- -S0 2 NH 2 , 

• heterocyclyl, and 

C 3 . 6 cycloalkyl. carbocyclic aryl. carbocyclic aryl substituted by substituent(s) independently selected from the 
group consisting of : 

• halogen, 

• C^s alkyl, 

• C^s alkoxy, and 

• a group of Formula (V)*. 



K> 

00 

wherein Boc is carbamic acid tert-butyl ester and G is C,. 5 alkyl or C,., alkyl substituted by substituent(s) inde- 
pendently selected from the group consisting of: 

• carbocyclic aryl, 

• halogenated carbocyclic aryl, and 

• carbocyclic aryl substituted by C t . s alkoxy; 

or FU is methylamino or dimethylamino when Q is Formula (II) and Y is a single bond or -CH r ; 

nitm C alM C< R alkyl substituted by halogen, C v5 alkyl substituted by hydroxy, alkyl substituted by car 
S C 1 ;.: S subtZd by carbamoyl, cj alkenyl. C 2 , alkynyl, cycloalkyl, C, 5 alkoxy, C,, alkoxy sub- 
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stituted by halogen, carbocyclic aiyl, heterocyclyl, and -NtRaJtRa,); 
pis 0,1,2, 3,4or 5; 

L is selected from the group consisting of Formulae (VI) to (XXI): 





R 3 | 1 ?4 Ra I 1 ?' 

(XII) ' (HU) 




v KJZX e s> ^J^QvA ^ 



(XVII) 



(xviii) Cxix) 



(xx) 



(XXI) 



wherein Rg and R 4 are independently hydrogen or C V5 alkyl; and A and B are independently a single bond, -CH 2 

or-(CH 2 V; 

and 
Y represents: 
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(i) -C(0)NR s -. -C(S)NR 5 -. -C(0)0-, -S(0) 2 -. -C(0)-. -C(S)-, a single bond, or -CH 2 - when L is selected from 
the group consisting of Formulae (VI) to (Xllll); or , „ . - , /vua 

(ii) -C(0)NR 5 -, -C(S)NR 5 -, -C(0)0- or -OC(O)- when L is selected from the group consisting of Formulae (XIV) 

to (XXI); 

wherein R 5 is hydrogen or C 14 alkyl. or when Y is -C(0)NR 5 - then R 5 and R, together with the nitrogen they are 
bonded form a heterocyclyl group; 

wherein carbocyclic aryl Is phenyl, naphthyl, anthranyl, phenanthryl, or biphenyl; 

heptyl, QWIuorenyl, 9-oxo-fluorenyl, acenaphthyl, anthraquinonyl, C-fluoren-9-ylidene, indanyl, indenyl. 
1 2 3 4-tetrahvdro-naphthyl, or bicyclo[2.2.1]heptenyl; 
h£S 

1 3 4-thiadiazolyl. 1 ,3-dioxo-isolndolyl, 1 ,3-dioxolanyl, 1H-indolyl. 1 H-pyrrolo[2,3-c]pyridyl, 1*Py™lyl. 1 -°*°- 3 "- 
isobenzofuranyl. 2.2',5\2"-terthiophenyl, 2 1 2'-bithiophenyl, 2,3-cihydro-1 -oxo-isoindolyl, 2,3-d.hydro-benzotl ,4]di- 
oxinyl 2 3-dihydro-benzofuryl. 2,4-dihydro-3-oxo-pyrazoVI, 2H-benzopyranyl, 2-oxo-benzopyranyl 2-oxo-pyrro- 
ZZ 3 4-dihydro-2Afbenzo[1,4]oxazinyl. 3,4-dihydro-2*benzolb]l1,4]dloxepinyl, 4H-benzo[1 ,3]diox,ny 4H- 
benzopyranyl, 4-oxo-1 ,5,6.7-tetrahydro-indolyl, 4-oxo-3,4-dihydro-phthalazinyl, 4-oxo-benzopyranyl. f.\0.10-tri- 
ox! ; Sxanthenyl, 9rfcarbazolyl, 9H-xantheny.. azetidlny., benzimidazolyl, benzo[1 ,3]dfcxolyl, benzo 2 1 ,3 oxa- 
diazolyl, benzo[1.2,5]oxadiazolyl, benzo[b)thienyl. benzofuryl. benzothiazolyl, cin noly , fur* •b]thia- 
zolyl im dazolyl, isoxazolyl, morpholino, morpholinyl, oxazolyl. oxolanyl, piperazyl. 

thiazo*!, pyrazolyl, pyrazlnyl, pyridyl. pyrimidyl, pyrrolidyl, quinolyl, quinoxalyl, thiazolidyl. thtazotyl, thienyl, thiola- 
nyl, 2,3-dihydro-benzofuiyl, tetrahydro-thienyl, or benzofuranyl; and 
halogen isfluoro, chloro, bromo, oriodo; 

or a pharmaceuticalty acceptable salt, hydrate, or solvate thereof. 

[00201 One aspect of the present invention pertains to pharmaceutical compositions comprising at least one com- 
pound, as described herein, in combination with a pharmaceutical* acceptable carrier. 

[00211 Oneaspectof the present invention pertainsto methods for the prophylaxy ortreatment of .reproving memory 
function sleeping and arousal, anxiety, depression, mood disorders, seizure, obesity, diabetes, appetite and eating 
severe calvascular disease, hypertension, dysiipidemia, myocardial infarction, binge eating disorders mcluding 
bulimia anorexia, mental disorders including manic depression, schizophrenia, delirium, dementia stress, cognitive 
□teolSrien ton deficit disorder, substance abuse disorders and dyskinesias including Parkinson's dteease. epilep- 
raTaSn comprising administering to an individual suffering from said condition a therapeutically effective 

amount of a compound, as described herein, or a pharmaceutical composition thereof. 

^221 oneasp^ofthepresentiiwerrtionpertalnstomethodsfortheprophylaxisortrea^ 
obesity or an obesity related disorder comprising administering to an IndMdual suffering from the condition a thera- 
peutically effective amount of a compound, as described herein, or a pharmaceutical composition thereof. 
[0023] One aspect of the present invention pertains to methods for the prophylaxis or treatment of anxiety, depres- 
sion schbophrenia, addiction, or epilepsy comprising administering to an individual suffering from the condition a 
therapeutically effective amount of a compound, as described herein, or a pharmaceutical composition^ 
[0024] One aspect of the present invention pertains to compounds of the present invention, as described herein, or 
a pharmaceutical composition thereof, for use in a method of treatment of the human or animal body by therapy 
[0025] One aspect of the present invention pertains to compounds of the present invention, as descnbed herein, or 
a pharmaceutical composition thereof, for use in a method of prophylaxis or treatment of an eating disorder, obesity 
or an obesity related disorder of the human or animal body by therapy. MtMmMm „, 

[00261 One aspect of the present invention pertains to compounds of the present invention, as described herein, or 
a pharmaceutical composition thereof, for use in a method of prophylaxis ortreatment of anxiety, depression, schizo- 
phrenia, addiction, or epilepsy of the human or animal body by therapy. , k „ . . r 
[00271 One aspect of the present invention pertains to compounds of the present .nvention, as descnbed herein, for 
the manufacture of a medicament for use in the prophylaxis or treatment of an eating disorder, obesity or obesity related 
disord©rs 

[00281 One aspect of the present invention pertains to compounds of the present invention, as described herein, for 
the manufacture of a medicament for use in the prophylaxis or treatment of anxiety, depression, schizophrenia, addic- 

non 6 One aspect of the present invention pertains to methods of decreasing food intake of an individual comprising 
administering to the individual a therapeutically effective amount of a compound, as described herein, or a pharma- 
ceutical composition thereof. „ H 
[0030] One aspect of the present invention pertains to methods of inducing satiety in an individual composing ad- 
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ministering to said individual a therapeutically effective amount of a compound, as described herein, or a pharmaceutical 

Su311 Slt One h at r pert of the present Invention pertains to methods of controlling or reducing weight gain in an individual 
comprising administering to said individual a therapeutically effective amount of a compound, as described herein, or 

5 a pharmaceutical composition thereof. JkJ j„ a i-» m 
[0032] One aspect of the present invention pertains to methods of modulating a MCH receptor in an Individual com- 
prising contacting the receptor with a compound, as described herein. In some embodiments, the compound Is an 
antagonist. In some embodiments, the modulation of the MCH receptor is for the prophylaxis or treatment of an eating 
disorter, obesity or obesity related disorder. In some embodiments, the modulation of the MCH receptor reduces food 

10 intake of the individual. In some embodiments, the modulation of the MCH receptor induces satiety in the IndMduaL 
In some embodiments, the modulation of the MCH receptor controls or reduces weight gain of the individual. In some 
embodiments, the modulation of the MCH receptor Is for prophylaxis or treatment of anxiety, depression, schizophrenia, 

addiction, or epilepsy. 

[0033] In some embodiments, the individual is a mammal. 

15 r0034] In some embodiments, the mammal is a human. 

[0035 In some embodiments, the human has a body mass index of about 1 8.5 to about 45. In some embodiments, 
the human has a body mass index of about 25 to about 45. In some embodiments, the human has a body mass index 
of about 30 to about 45. In some embodiments, the human has a body mass index of about 35 to about 45. 
[0036] One aspect of the present invention pertains to methods of producing a pharmaceutxal composition com- 

20 prising admixing a compound, as described herein, and a pharmaceutically acceptable carrier 

[00371 This application claims priority to US Provisional Patent Applications, Senal No. 60/458.530, filed March 31 . 
2003; Serial No. 60/495,91 1 , filed August 1 9. 2003; Serial 60/51 0,1 86, filed October 9, 2003; and Serial No. 60/530,360, 
filed December 1 6, 2003; all of which are incorporated herein by reference in their entirety. 

25 Detailed Description of the Invention 

[0038] One aspect of the present invention relates to certain substituted heterocyclic compounds represented by 
Formula (I): 



30 



45 



50 



55 



(D 

35 or a pharmaceutically acceptable salt, hydrate or solvate thereof, wherein Q, L, Y, and R, are as described herein, 

[OoS] 8 " R Is appreciated that certain features of the invention, which are, for clarity, described in the context of separate 
embodiments, may also be provided in combination in a single embodiment. Conversely, various features of the in- 
40 ventlon which are, for brevity, described in the context of a single embodiment, may also be provided separately or in 
any suitable subcombination. 

[0040] In some embodiments of the present Invention, is selected from the group consisting of: 

hydrogen, halogen, hydroxy, carboxy. carbamoyl, amino, C,. 5 alky) substituted by hydroxy, C v5 alkyl substituted 
by carboxy, C,., alkyl substituted by carbamoyl, C^ alkoxy, C^g alkoxy substituted by halogen, -NHNH 2 , -NHN- 
HBoc, -NfRaaXRa,), morpholino. 4-acetyl-plperazyl, or 4-phenyl-piperazyl, 

wherein R^ is hydrogen or C,. 5 alkyl and Ra, is C,. 5 alkyl, C M cycloalkyl, or C^ alkyl substituted by substituent 
;s) independently selected from the group consisting of: 



halogen, 
hydroxy, 
carboxy, 
carbamoyl, 
C^s alkoxy, 
amino, 
-NHBoc, 
C M cycloalkyl, 
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• carbocyclic aryl, # 

• carbocyclic aryl substituted by substltuent(s) Independently selected from the group consisting of: 

•• halogen, 
- Cm alkyl, 
•• Cm alkoxy, and 
-S0 2 NH 2 , 

• heterocyciyi, and 

C M cycloalkyl, carbocyclic aryl, carbocyclic aryl substituted by substituent(s) independently selected from the group 
consisting of: 

• halogen, 

• Cm alkyl, 

• Cm alkoxy, and 

• a group of Formula (V): 



K> 



(V) 

wherein Boc is carbamic acid ferf-butyl ester and G is alkyl or Cm alkyl substituted by substituent(s) independently 
selected from the group consisting of: 

• carbocyclic aryl, 

• halogenated carbocyclic aryl, and 

• carbocyclic aryl substituted by Cm alkoxy. 

[0041] In some embodiments of the present invention, R, is -N(FW(Ra). wherein Rj. is hydrogen or C„ ; alkyl and 
Rab C M alkyl, cycloalkyl, or C, 5 alkyl substituted by substituent(s) independently selected from the group 
consisting of: 

halogen, 
hydroxy, 
carboxy, 
carbamoyl, 
Cm alkoxy, 
amino, 
-NHBoc, 
C 3 _ 6 cycloalkyl, 

carbocyclic aryl, . . 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 

- Cm alkyl, 
Cm alkoxy, and 

- -S0 2 NH 2t 

• heterocyciyi, and 

Cm cycloalkyl, carbocyclic aryl, carbocyclic aryl substituted by substituent(s) independently selected from the group 
consisting of: 

• halogen, 
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• C-,.5 alky!, 

• 0^5 alkoxy, and 

• a group of Formula (V): 



(V) 



wherein Boclscarbamlcacld^ 
selected from the group consisting of: 



• carbocyclic aryl, 

# halogenated carbocyclic aryl, and 



carbocyclic aryl substituted by alkoxy. 
[0042] In some embodiments of the present invention, ^ is -N^XR*), wherein is hydrogen or C„ alkyl and 
[M«] C ?n^^ P^sent invention, R, is selected from the group consisting of: 

{0 ° 1 Substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• oxo, 

• C^s alkoxy, 

• C^s alkoxy substituted by carbocyclic aryl, 

• C^alkylcarbonyloxy, 

! Sic aS'substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

nitro, 
M C 1a5 alkyl, and 

0^5 alkoxy, 

heterocyclyloxy, 

heterocyclyloxy substituted by C,. s alkyl, 

alkoxycarbonyl, 
mono-C^g alkylaminocarbonyl, 
di-C^s alkylaminocarbonyl, 
mono-C^s aikylamino, 
mono-C^g aikylamino substituted by cyano, 
mono-C^g aikylamino substituted by carbocyclic aryl, 
di-Cj.s aikylamino, 

di-C^s aikylamino substituted by cyano, 
di-Cvs aikylamino substituted by carbocyclic aryl, 
mono-carbocyclic arylamino, 
mono-carbocyclic arylamino substituted by halogen, 
mono-carbocyclic arylamino substituted by alkyl, 
di-carbocyclic arylamino, 
di-carbocyclic arylamino substituted by halogen, 
di-carbocyclic arylamino substituted by C,. 5 alkyl, 
C^s alkoxycarbonylamino, 
carbocyclic arylcarbonylamino, 
carbocyclic arylsulfonylamino, 
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• carbocyclic arylsulfonylamino substituted C v5 alkyl, 

• c\* alkylthlo substituted by substituent(s) independently selected from the group consisting of: 

carbocyclic aryl, 

carbocyclic aryl substituted by halogen, and 

- carbocyclic aryl substituted by C 1a9 alkoxy, 

carbocyclic arylthio, 
heterocyclylthio, 

heterocyclylthio substituted by nitro, 
heterocyclylthio substituted by C im5 alkyl, 
C3-6 cycloalkyl, 
C 3 ^ cycloalkenyl, 

carbocydyl, « 
carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
C^s alkyl, 
•• C^s alkoxy, 

Co k alkenyl, and . . 

- C2.5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

••• carbocyclic aryl, and 

••• carbocyclic aryl substituted by C V5 alkylsulfinyl, 

I 2!bScl!c a^l substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• hydroxy, 

nitro, 
M C alkyl 

- C^s alkyl'substituted by substituent(s) independently selected from the group consisting of: 
••• oxo, 

••• carbocyclic aryl, and 
••• heterocyclyl, 

•• C 2 . 5 alkenyl, 
•• C V5 alkoxy, 

•• C 1a5 alkoxy substituted by halogen, 

C^s alkoxy substituted by carbocyclic aryl, 
•• carbocyclic aryloxy, 

mono-carbocyclic arylaminocarbonyl, 

mono-carbocyclic arylaminocarbonyl substituted by halogen, 
•• di-carbocyclic arylaminocarbonyl, 
•• di-carbocyclic arylaminocarbonyl substituted by halogen, 

- carbocyclic aryl, and 
heterocyclyl, 

• heterocyclyl, and , . . 

. heterocyclyl substituted by substituent(s) independently selected from the group consisting of. 

•• C t .5 alkyl, 

•• C^s alkyl substituted by carbocyclic aryl, 
C^s alkoxy, 

•• C1 -5 alkoxy substituted by carbocyclic aryl, 
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m carbocyclic aryl, and 

carbocyclic aryl substituted by halogen, 

(n) by subs tltuent(s) Independently selected from the group consisting of: 

! Srt^clic ^'substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• nitro, and 
C^g alkoxy, 

(iil)C2- 5 alkynyl, and 

C 2 . 5 alkynyl substituted by carbocyclic aryl, 
(Iv) cycloalkyl, and . . , 

C * 12 cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• Ci.5 alky I, 

• C,. s alkyl substituted by oxo, 

• C^s alkyl substituted by carbocyclic aryl, and 

• carbocyclic aryl, 

(v) carbocyclyl, 

fvi) carbocyclic aryl, and , . 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of. 

halogen, 
hydroxy, 
cyano, 
nitro, 
carboxy, 
carbamoyl, 
C alkyl 

c!"lo alkyl'substituted by substituent(s) independently selected from the group consisting of: 

*• halogen, 
hydroxy, 
•• oxo, 

carbocyclic aryloxy, 
carbocyclic aryl, and 
carbocyclic aryl substituted by alkyl, 

0 alkoxy 

C« alkoxy' substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• carbocyclic aryl, and 

halogenated carbocyclic aryl, 

C 2 . 5 alkenyloxy, 
C 3 ^ cycloalkoxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by nitro, 
carbocyclic aryloxy substituted by C A . S alkoxy, 
C V5 alkoxycarbonyl, 
mono-C^s alkylaminocarbonyl, 
di-C^s alkylaminocarbonyl, 
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mono-Ct-s alkylaminocarbonyl substituted by carbocyclic aryl, 
di-Ci.s alkylaminocarbonyl substituted by carbocyclic aryl, 
amino, 

mono-C^s alky |amlno » 
dl-C^s alkylamino, 

mono-C^g alkylamino substituted by cyano, 
di-C^s alkylamino substituted by cyano, 
C 2 -5 alkynylcarbonylamino, 

C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 
C^g alkoxycarbonylamino, 
(carbocyclic aryl)NHC(0)NH, 

(carbocyclic aryl)NHC(0)NH substituted by alkoxy, 
(carbocyclic aryl)N-HC(0)NH substituted by haloganated alkoxy, 
carbocyclic aryl azo, 

carbocyclic aryl azo substituted by mono-C^s alkylamino, 
carbocyclic aryl azo substituted by di-C^ alkylamino, 
C^g alkylthio, 

C^s alkylthio substituted by halogen, 
carbocyclic arylthio, 

carbocyclic arylthio substituted by nitro, 
carbocyclic arylthio substituted by cyano, 
aminosulfonyl, 

mono-C^s alkylaminosulfonyl, 
di-0^5 alkylaminosulfonyl, 
heterocyclylsulfonyl, 
C 3 -6 cycloalkyl, 

C M cycloalkyl substituted by C^ s alkyl, 
carbocyclic aryl, 

hetel^^lyl's^strtuted by substituent(s) independently selected from the group consisting of: 

•• C t . 5 alkyl, 

carbocyclic aryl, and 
•• halogenated carbocyclic aryl, 

(vii) heterocyclyl, and . . 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• amino, 

• hydroxy, 

• C alkyl 

• c!!s alkyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 
•• ^.5 alkylthio, 

•• 0^5 alkylthio substituted by carbocyclic aryl, 
m c V3 alkylthio substituted by halogenated carbocyclic aryl, 
carbocyclic aryl, 

carbocyclic aryl substituted by halogen, and 
heterocyclyl, 

• C^s alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by (^.5 alkyl, 
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carbocyclic aryloxy substituted by CVg alkoxy, 
mono-C^.g alkylamlno, 
di-Ci.s alkylamlno, 
C^g alkylthio, 
C 2 .g alkenylthio, 
carbocyclic arylthlo, 

carbocyclic arytthlo substituted by q.g alkoxycarbonyl, 
C^s alkylsulfonyl, 
carbocyclic arylsulfonyl, 

carbocyclic arylsulfonyl substituted by alkyl, 
C^s alkoxycarbonyl, 

C^g alkoxycarbonyl substituted by carbocyclic aryl, 

carbocyclic aryl, . 
carbocyclic aryl substituted by substituent(s) Independently selected from the group consisting of: 

•• halogen, 
•• nitro, 

•• C^g alkyl, and 

- 0^5 alkyl substituted by halogen, 
• heterocyclyl; 
wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 

carbocyclyl is 1 ,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-fluorenyl, 9H-fluorenyl, 9-oxo-9H-fluorenyl, adamant- 
Iv bicyclo[2.2.1]heptenyl, bicyclo[2.2.1]heptyl, indanyl, indenyl, or menthyl; 

TeSrocyc^ is 1 ,2,3-triazolyl, IH-indolyl, 1H-pyrrolyl, 2,3-dlhydro-1-oxo-isoindotyl, 2 ) 3.dihydro.ben 2 ot1 4]dioxl- 
nyl, 2,3-dihydro-benzofuryl, 2,4-dihydro-3-oxo-pyrazolyl, 2*benzopyranyl, 2-oxo-benzopyranyl 3^ 
zob]1,4]dioxepinyl, 4,^6,7-tetrahydro-benzotblthienyl, 4H-benzo[1 ,3]dioxinyl, *-° xo ^^ 
^Txo-benzopyrany 9H«arbazolyl, 9H-xanthenyl, azetldinyl, benzo[1 ,3]dioxolyl, benzo[2,1,3]ox ateoJ, benj 
[1 2 5]oxadiazolyl, benzo[2,1 ,3]thiadiazolyl, benzo[b]thienyl, benzofuryl, benzothiazolyl, furyl, im.dazo[ 1-bJthlazolyl, 
imidazolyl, isoxazolyl, morpholino, morpholinyl, oxazolyl, phenanthro[9,10-d]oxazolyl, piperidyl, pyrazolyl, pyridyl, py- 
rimidyl, quinolyl, quinoxalyl, tetrahydrofuryl, thiazolyl, orthienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutical acceptable salt, hydrate, or solvate thereof. 
[0044] In some embodiments of the present invention, Q is Formula (II); 

R 1 is selected from the group consisting of: 

(i) C^a alkyl, and 

C v8 alkyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
oxo, 

C 1a5 alkoxy, 

0^5 alkoxy substituted by carbocyclic aryl, 
C^g alkylcarbonyloxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by halogen, 
carbocyclic aryloxy substituted by nitro, 
heterocyclyloxy, 

heterocyclyloxy substituted by C,. 5 alkyl, 
C^g alkoxycarbonyl, 
mono-C^g alkylaminocarbonyl, 
di-C V5 alkylaminocarbonyl, 
mono-C-j.g alkylamlno, 
mono-C^g alkylamino substituted by cyano, 
mono-C^g alkylamino substituted by carbocyclic aryl, 
di-C.,.5 alkylamino, 
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di-C^g alkylamino substituted by cyano, 
di-C^ alkylamino substituted by carbocycllc aryl, 
mono-carbocyclic arylamino, 
di-carbocyclic arylamino, 
C^g aikoxycarbonylamino, 
carbocycllc arylcarbonylamino, 
carbocycllc arylsulfonylamino, 
carbocycllc arylsulfonylamino substituted C^s alkyl, 

C* Shio substituted by substrtuent(s) independently selected from the group consisting of: 
carbocycllc aryl, 

carbocycllc aryl substituted by halogen, and 
carbocycllc aryl substituted by C 14 alkoxy, 

carbocyclic arylthio, 
heterocyclylthlo, 

heterocyclylthio substituted by C V5 alkyl, 
C 3 -e cycloalkyl, 
C 3 ^ cydoalkenyl, 

ca^SLbstituted by substrtuent(s) independently selected from the group consisting of: 

•• halogen, 
•• C^s alkyl, 
d.5 alkoxy, 

Z alkenyl substituted by substituent(s) independently selected from the group consisting of: 
carbocyclic aryl, and 

carbocycllc aryl substituted by C,. 5 alkylsulfinyl, 

! caSlic a!Jl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• hydroxy, 

nitro, 
M C alkyl 

- c" alkyl'substituted by substituent(s) independently selected from the group consisting of: 

••• 0X0, 

••• carbocyclic aryl, and 
••• heterocyclyl, 

•• c 2 „ 5 alkenyl, 

- C^s alkoxy, 

C^g alkoxy substituted by halogen, 
•• C v5 alkoxy substituted by carbocyclic aryl, 

carbocyclic aryloxy, 
•• mono-carbocyclic arylaminocarbonyl, 
•• mono-carbocyclic arylaminocarbonyl substituted by halogen, 
•• di-carbocyclic arylaminocarbonyl, 
•• di-carbocyclic arylaminocartonyl substituted by halogen, 

carbocyclic aryl, and 

heterocyclyl, 

• heterocyclyl, and 
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• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 
- Ci.s alky!, 

~ c^s alkyl substituted by carbocyclic aryl, 
•• C^j alkoxy, 

•• C^g alkoxy substituted by carbocyclic aryl, 
carbocyclic aryl, and 
carbocyclic aryl substituted by halogen, 

(ii) Ca g^ k 2^^^ bstltut0 ^ by substituent(s) independently selected from the group consisting of: 

I ca!b^clic ^'substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• nitro, and 
C^s alkoxy, 

(iii) C M alkynyl, and 

C M alkynyl substituted by carbocyclic aryl, 

(W) b V substituent(s) independently selected from the group consisting of: 

• C^s alkyl, 

• C,* alkyl substituted by oxo, 

• C 14 alkyl substituted by carbocyclic aryl, and 

• carbocyclic aryl, 

(v) carbocyclyl, 

(V ° ^ca^clic al^l substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• nitro, 

• C alkyl 

• c!^ alkyl'substituted by substituent(s) independently selected from the group consisting of: 

halogen, 

•• 0X0, 

carbocyclic aryloxy, 

carbocyclic aryl, and 

carbocyclic aryl substituted by C 1b5 alkyl, 

• Ci k alkoxy, . , 

• C„ alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

carbocyclic aryl, and 
halogenated carbocyclic aryl, 

• C 2 . 5 alkenyloxy, 

• cycloalkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C,. 5 alkoxy, 

• C^g alkoxycarbonyl, 
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mono-C^s alkylaminocarbonyl, 
di-Ci.5 alkylaminocarbonyl, 

mono-C^s alkylaminocarbonyl substituted by carbocyclic aryl, 
di-C^g alkylaminocarbonyl substituted by carbocyclic aryl, 
amino, 

mono-C^ alkylamino, 
dl-C^s alkylamino, 

mono-C^g alkylamino substituted by cyano, 
di-Ci.5 alkylamino substituted by cyano, 
C 2 . 5 alkynylcarbonylamino, 

C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 
(carbocyclic aryl)NHC(0)NH, 

(carbocyclic aryl)NHC(0)NH substituted by alkoxy, 
(carbocyclic aryl)NHC(0)NH substituted by haloganated alkoxy, 
alkylthio, 

C V5 alkylthio substituted by halogen, 
carbocyclic arylthio, 

carbocyclic arylthio substituted by cyano, 
mono-Ct.5 alkylaminosulfonyl, 
di-C^s alkylaminosulfonyl, and 
carbocyclic aryl, 

(V,I) ^et!^^ b Y substituent(s) independently selected from the group consisting of: 

• halogen, 

• nltro, 

» d a alkyl, t 

• C1.5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

hydroxy, 

C^s alkylthio, 
•• C 1-5 alkylthio substituted by carbocyclic aryl, 
•• C^g alkylthio substituted by halogenated carbocyclic aryl, 

carbocyclic aryl, 
•• carbocyclic aryl substituted by halogen, and 

heterocyclyl, 

C^g alkoxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by C^ 5 alkyl, 
Cls alkylthio, 
C 2 -5 alkenylthio, 
carbocyclic arylthio, 

carbocyclic arylthio substituted by alkoxycarbonyl, 
C^s alkylsulfonyl, 
carbocyclic arylsulfonyl, 

carbocyclic arylsulfonyl substituted by C,. 5 alkyl, 
C^s alkoxycarbonyl, 

carbocyclic aryl, . 
carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of. 

halogen, 
•• nitro, 

C^s alkyl, and 
•• C^s alkyl substituted by halogen, 
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• heterocyclyl; 

R 2 is methylamino or dimethylamino when Y is a single bond or -CH 2 -; 
wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 

carbocyclyl is 1 ,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-fluorenyl, 9-oxo-9H-fluorenyl, bicyclo[2.2.1]hep- 

^ ^heterow^^ IWndolyl, IH-pyrrolyl, 2,3-dihydro-1-oxo-isoindolyl, 2,3-dihydro-benzo[1,4 

dioxinyl, 2,3-dihydro-benzofuryl, 2,4-dihydro-3-oxo-pyrazoVI. 2H-benzopyranyl, 2-oxo-benzopyranyl 3,4-dihydro- 
2*benzo[b][1 ,4]dioxepinyl, 4-oxo-benzopyranyl, 9»carbazolyl, 9H-xanthenyl, azetidinyl, benzo[1 .3]dioxolyl ben- 
zof2 1 3]oxadiazolyl, benzo[1 ,2,5]oxadiazolyl, benzo[b]thienyl, benzofuryl, benzothiazolyl, furyl, imidazo[2,1-b]thi- 
azolyl.'imidazolyl, isoxazolyl, morpholino, pyrazolyl, pyridyl, pyrimidyl, quinoiyl, quinoxalyl, thiazolyl, orthienyl; and 
halogen is fluoro, chloro, bromo, or Iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

[0045] In some embodiments of the present invention, R, is selected from the group consisting of: 

(I) C«. 7 alkyl, and , 

C w alkyl substituted by substituent(s) independently selected from the group consisting of: 

• C^s alkoxy, 

• C^s alkoxy substituted by carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• mono-C«. 5 alkylamino, 

• mono-C^s aikylamino substituted by substituent(s) independently selected from the group consisting of: 

•• cyano, and 
carbocyclic aryl, 

• di-C.g alkylamino, 

• di-C^s alkylamino substituted by substituent(s) Independently selected from the group consisting of: 

cyano, and 
•• carbocyclic aryl, 

• mono-carbocyclic arylamlno, 

• di-carbocyclic arylamino, 

• carbocyclic arylsulfonylamino, 

• carbocyclic arylsulfonylamino substituted by C V 5 aM. 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
nitro, 
C^j alkyl, 

•• C^g alkyl substituted by substituent(s) Independently selected from the group consisting of: 

••• oxo, and 

carbocyclic aryl, 

C^s alkoxy, 

C^s alkoxy substituted by halogen, 

• heterocyclyl, 

• heterocyelyl substituted by carbocyclic aryl, and 

• heterocyclyl substituted by halogen, 

(ii) C 2 . 7 alkenyl, and 
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alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by alkoxy, 

(iii) C 2 . 5 alkynyl, and 

C 2 . 5 alkynyl substituted by carbocyclic aryl, 

(iv) C M cycloalkyl, and 

C M cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• C V5 alkyl, and 

• C V5 alkyl substituted by carbocyclic aryl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• alkyl, 

• alkyl substituted by halogen, 

• C). 5 alkoxy, 

• C^g alkoxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
•• carbocyclic aryl, 

~ carbocyclic aryl substituted by halogen, 

• C 2 . 5 alkenyloxy, 

• mono-C^s alkylamino, 

• di-0^5 alkylamino, 

• mono-C^g alkylamino substituted by cyano, 

• di-C^s alkylamino substituted by cyano, 

• C^g alkylthio, and 

• C^s alkylthio substituted by halogen, 

(vi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• ^.5 alkyl, 

• C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

hydroxy, and 
carbocyclic aryl, 

• alkoxy, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by alkoxycarbonyl, 

• C^s alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic ary! substituted by substituent(s) independently selected from the group consisting c 

•• halogen, 

- C 1a5 alkyl, and 

•• C^s alkyl substituted by halogen, 
Lis Formula (VII); 
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Y is a single bond or -CH 2 -; 

R 2 is methylamino or dlmethylamlno; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is 1 Wndolyl, 1/+pyrrolyl, 2,3-dihydro-benzo[1 ,4]dioxinyl, 4-oxo-benzopyranyl, 9H-carbazolyl, 
azetidinyl, benzo[1,3]dioxolyl, benzofbjthienyl, furyl, imidazo[2,1-blthiazolyl, pyrazolyl, pyridyl, orthienyl; and 
halogen isfluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0046] In some embodiments of the present invention, p is 0; R3 and R 4 are hydrogen; A is a single bond or -CH 2 -; 
and B is a single bond or -CH 2 -; or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0047] In some embodiments of the present invention, R n is selected from the group consisting of: 

(I) alkyl, and 

Ci.5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

mono-C^g alkylamino, 
mono-C^g alkylamino substituted by cyano, 
di-Ct.5 alkylamino, 

di-Ci.s alkylamino substituted by cyano, 
mono-carbocyclic arylamino, 
di-carbocyclic arylamino, 
carbocyclic aryl, 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• • halogen, and 

• *Ci. 5 alkoxy, 

• heterocyclyl, and 

• heterocyclyl substituted by carbocyclic aryl, 

(ii) C 2 . 5 alkenyl, and 
C 2 . 5 alkenyl substituted by carbocyclic aryl, 

(iii) carbocyclic aryl, and .... 
carbocyclic aryl substituted by substituent(s) independently seiected from the group consisting of: 

halogen, 
hydroxy, 
C^s alkoxy, 

C^s alkoxy substituted by halogen, and 
C 2 . 5 alkenyloxy, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
0^5 alkyl, 

C^s alkyl substituted by carbocyclic aryl, 
C^g alkoxy, and 
C v5 alkoxycarbonyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is Iff indolyl, azetidinyl, orbenzo[1,3]dioxolyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

[0046] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 
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ethyl 4,6-dichloro-3-{[(cis-^ 
boxylate; 

3- [{2-[(cis-4^[4-(dimethylamino)quinol^^ 
N 4 ,N 4 -dimethyl-N 2 -(cis-4^ 
N 2 {cis^-({[1-(diphenylme%l)azetid^ 
N 2 -(cis^-{[(2,6-dimethoxybenzy0^ 
N 2 -(cls^-{[(2-ethoxybenzy0amino]methy^ 
N 2 lcls^-({[(4HTiethoxy-1-naphthyl)mett^ 

4- bromo-2-({[(cis^[4-(dimethy^ 

N 2 ^cis^-({[(5-bromo-1H-indol^-yl)methyl]aminomethyl)cyclohe^ 

N 2 -(cis^-{[(5-bromo-2,4<limethoxybenzyl)ami^^^ 

N 2 -(cis^[(3,3-dlphenylprop-2-en-^ 

N 4 l N 4 -dimethyl-N 2 -(cls-4-{[(2,4 l 6-trimethoxybenzyl)amino]methyl}^clohexyl) 

N 2 -(cis^-{[(2,5-diethoxybenzyl)^ 

N2-( c is^-{[(2,4-diethoxybenzyl)am^ 

N 2 -(cis^-{[(3,5-dlbromo-2-methoxybenzyl)amino]methyl}cyclohexyl)-^ 

N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[(2,4,5-trieta^ 

N 4 N 4 -dimethyl-N 2 -(cis^-{[(2,4,5-tri^ 

N 2 ^cls^({[2-(allyioxy)benzyl]amlno]methyl)cyclohexyl]-N 4 ,N 4 -dlm 

N 2 lcis^-({[(7H7iethoxy-1,3-benzodloxo^^^ 

amine; 

N2^cis^-[2-(4-bromo-24rifluoromethoxy-phenyl)-ett^^ 

N2{ C is^-(4^romo-2-trffluoromethoxy-benzyO^ 

N 2 {cis^-(4-bromo-2-trifluorom 

N 2 ^4-[2-(4-bromo-2-trlfluoromethoxy-phenyl)-ethylamino]-cyclohexyl}-N 4 -methyl-quin 

N 4 H7iethyl-N 2 ^cis-4-[(24rifluoromethoxy-benzyl)amino-methyl]^clohexyO 

N 2 ^cis^-[(4^romo-24rifluoromethoxy-benzyl)amino-m 

N2^ C is^-[(4-bromo-2-trifIuoromethoxy^^ 

l^,N 4 -dimethyl-N 2 -{cte-4-[(2-^ 

cis-N-(3,5-dimethoxybenzyl)-N'-(4-methy^ and 
cis-N-(3,5-dichlorobenzyl)-N , -(4-methylquinolin-2-yl)cyclohexane-1,4-diam 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0049] In some embodiments of the present invention ft, is selected from the group consisting of: 

(i) Oj.5 alkyl, and 

C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

• hydroxy, 

• oxo, 

• alkoxy, 

• C^g alkoxy substituted by carbocyclic aryl, 

• C^g alkylcarbonyloxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• nitro, 
•• C^s alkyl, 

0^5 alkoxy, and 
•• C^s alkoxy substituted by halogen, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by C V5 alkyl, 

• mono-C^g alkylaminocarbonyl, 

• di-C^s alkylaminocarbonyl, 

• mono-C^s alkylamino, 

• di-C, . 5 alkylamino, 
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• mono-carbocyclic arylamino, 

• dl-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• di-carbocyclic arylamino substituted by halogen, 

• carbocyclic arylcarbonylamino, 

• C 1-5 alkoxycarbonylamino, 

• C^alkylthio, 

• C^s alkyfthio substituted by substituent(s) independently selected from the group consisting of: 

carbocyclic aryl, and 

Carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

— halogen, and 
••• C^alkoxy, 

• carbocyclic arylthio, 

• heterocyclylthio, 

• heterocyclylthio substituted by alkyl, 

• C34 cycloalkyl, 

• c 3-e cycloalkenyl, 

• carbocyclyl, 

• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
C,. 5 alkyl, 
C^s alkoxy, 
•• C 2 . 5 alkenyl, and 

•• C 2 . 5 alkenyl substituted by substltuent(s) independently selected from the group consisting of: 
••• carbocyclic aryl, and 

••• carbocyclic aryl substituted by C^g alkylsulfinyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 
nitro, 
Ct.5 alkyl, 

C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

~ 0X0, 

w* carbocyclic aryl, and 
••• heterocyclyl, 

•• alkoxy, 

0^5 alkoxy substituted by halogen, 
~ C V5 alkoxy substituted by carbocyclic aryl, 

carbocyclic aryloxy, 
— mono-carbocyclic arylaminocarbonyl, 

mono-carbocyclic arylaminocarbonyl substituted by halogen, 

di-carbocyclic arylaminocarbonyl, 

di-carbocyclic arylaminocarbonyl substituted by halogen, 

carbocyclic aryl, and 

heterocyclyl, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 
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•• alkyl, 

C^s alkyl substituted by carbocyclic aryl, 
alkoxy, 

•• C^g alkoxy substituted by carbocyclic aryl, 
— carbocyclic aryl, and 

carbocyclic aryl substituted by halogen, 

(II) C 2 . 5 alkenyl, and 

C 2 . 5 alkenyl substituted by substltuent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
nitro, 

(Hi) C3. 6 cycloalkyl, and 

C M cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• C^s alkyl, 

• Cj.5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• oxo, and 

m carbocyclic aryl, and 

• carbocyclic aryl, 

(Iv) carbocyclyl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of 

halogen, 
hydroxy, 
cyano, 
nitro, 
carboxy, 
carbamoyl, 
C V5 alkyl, 

C V 5 alkyl substituted by substltuent(s) independently selected from the group consisting of: 

halogen, 
•• hydroxy, 

0X0, 

carbocyclic aryloxy, 
•• carbocyclic aryl, and 

carbocyclic aryl substituted by C^ 5 alkyl, 

• C^s alkoxy, 

• C V5 alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
•• carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C^. 5 alkoxy, 

• C^alkoxycarbonyl, 

• mono-Ci.5 alkylaminocarbonyl, 

• di-C 1 . 5 alkylaminocarbonyl, 
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• mono-C^s alkylaminocarbony! substituted by carbocyclic aryl, 

• dl-C^s alkylamlnocarbonyl substituted by carbocyclic aryl, 

• amino, 

• mono-Cj.j alkylamino, 

• di-Cj.g alkylamino, 

• C 2 . 5 alkynylcarbonylamlno, 

• C 2 . 5 alkynylcarbonylamlno substituted by carbocyclic aryl, 

• (carbocyclic aryl)NHC(0)NH, 

• (carbocyclic aryl)NHC(0)NH substituted by C^ 5 alkoxy, 

• (carbocyclic aryl)NHC(0)NH substituted by haloganated alkoxy, 

• alkylthlo, 

• C A . 5 alkylthlo substituted by halogen, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by cyano, 

• mono-C V5 alkylaminosulfonyl, 

• di-C,. 5 alkylaminosulfonyl, and 

• carbocyclic aryl, 

(vi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• hydroxy, 

• amino, 

• C^s alkyl, 

• C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

» halogen, 
** C 1v5 alkylthlo, 

C^j alkylthlo substituted by carbocyclic aryl, 
•• C^s alkylthio substituted by halogenated carbocyclic aryl, 
•• carbocyclic aryl, 

carbocyclic aryl substituted by halogen, and 

heterocyclyl, 

• C^g alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by C,. 5 alkyl, 

• carbocyclic aryloxy substituted by C^g alkoxy, 

• mono-C^s alkylamino, 

• di-C 1 . 5 alkylamino, 

• C^s alkylthio, 

• C^ 5 alkenylthio, 

• carbocyclic arylthio, 

• C^g alkylsulfonyl, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by C.,.5 alkyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substltuent(s) independently selected from the group consisting of: 

halogen, 
•• nltro, and 
•• C^s alkyl, 

• heterocyclyl; 
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L is Formula (VII); 
Y is -C(O)-; 

wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 

carbocyclyl is 1 ,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-oxo-9H-fluorenyt, orindeny; 

heterocyclyl is 1,2,3-triazolyl, 1H4ndolyl, 1W-pyrrolyl, 2,3-dihydro-1-oxo-isoindolyl, 2,3-dihydro-benzofuryl, 
2,4-dihydro-3-oxo-pyrazolyl, 2H-benzopyranyl, 2-oxo-benzopyranyl, 9H*anthenyl, benzo[1 ,3]dioxolyl, benzo 
[2,1 ,3]oxadiazolyl, benzo[1,2,5]oxadiazolyl, benzo[b]thienyl, benzofuryl, benzothlazolyl, furyl, imidazolyl, isoxa- 
zolyl, morpholino, pyrazolyl, pyrldyl, pyrimidyl, quinolyl, quinoxalyl, thiazolyl, orthienyl; and 

halogen isfluoro, chloro, bromo, oriodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0050] In some embodiments of the present invention, Rg Is hydrogen, halogen, methyl, trifluoromethyl, methoxy, 
carbamoyl, amino, methylamino, or dimethylamino; p is 0; R 3 and R4 are hydrogen; A is a single bond; B is a single 
bond or -CH 2 -; or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0051] In some embodiments of the present invention, R-j is selected from the group consisting of: 

(i) C^s alkyl, and 

C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by C A _ 5 alkyl, 

• carbocyclic aryloxy substituted by C«,. 5 alkoxy, 

• mono-C V 5 alkylamino, 

• di-C^s alkylamino, 

• mono-carbocyclic arylamino, 

• di-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• di-carbocyclic arylamino substituted by halogen, 

• C3-6 cycloalkyl, 

• carbocyclic aryl, 

• carbocyclic aryl by substituent(s) independently selected from the group consisting of: 

halogen, 
•• 0^5 alkyl, and 
C, .5 alkoxy, 

• heterocyclyl, and 

• heterocyclyl substituted by substrtuent(s) independently selected from the group consisting of: 

•• C^g alkyl, 

C^g alkoxy, and 
•• carbocyclic aryl, 

(ii) C 2 . 5 alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
•• nitro, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 
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• hydroxy, 

• cyano, 

• nitro, 

• carbamoyl, 

• alkyl, 

• C^s alkyl substituted by halogen, 

• C^s alkyl substituted by hydroxy, 

• C.,. 5 alkoxycarbonyl, 

• C^s alkoxy, 

• C^s alkoxy substituted by substituent(s) Independently selected from the group consisting of: 

- halogen, and 
carbocyclic aryl, 

• carbocyclic aryloxy, and 

• carbocyclic aryloxy substituted by G,. 5 alkoxy, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• amino, 

• C^s alkyl, 

• C^s alkyl substituted by halogen, 

• C V5 alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by C A . 5 alkyl, 

• carbocyclic aryloxy substituted by alkoxy, 

• mono-C^s alkylamino, 

• di-C.,.5 alkylamino, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by halogen, 

• carbocyclic aryl substituted by nitro, and 

• heterocyclyl; 

wherein carbocyclic aryl is phenyl; 

heterocyclyl is 1 ,2,3-triazolyl, 1/*indolyl, 1H-pyrrolyl, 9H-xanthenyl, benzo[2,1,3]oxadiazolyl, benzo[1,2,5] 
oxadiazolyl, furyl, isoxazolyl, pyridyl, quinolyl, quinoxalyl, thiazolyl, orthienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a phanmaceutically acceptable salt, hydrate, or solvate thereof. 
[0052] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(I) ^.5 alkyl, and 

C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by C A . 5 alkyl, 

• carbocyclic aryloxy substituted by alkoxy, 

• mono-C^g alkylamino, 

• di-C.,.5 alkylamino, 

• mono-carbocyclic arylamino, 

• di-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• di-carbocyclb arylamino substituted by halogen, 
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• carbocyclicaryl, 

• carbocycllc aryl by substituent(s) independently selected from the group consisting of: 

halogen, 
•• 0^5 alky I, and 
•• alkoxy, 

and 

• heterocyclyl, 

(ii) carbocyclic aryl, and 

carbocycllc aryl substituted by substltuent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• hydroxy, 

• cyano, 

• C^g alkyl, 

• C^g alkyl substituted by halogen, 

• C V5 alkoxycarbonyl, 

• C^s alkoxy, 

• C^g alkoxy substituted by halogen, 

• carbocyclic aryloxy, and 

• carbocyclic aryloxy substituted by alkoxy, 

(ill) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• 0^5 alkyl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by C A . S alkyl, 

• carbocyclic aryloxy substituted by alkoxy, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by halogen, 

• carbocyclic aryl substituted by nitro, and 

• heterocyclyl; 

wherein carbocycllc aryl is phenyl; 

heterocyclyl is 1 H- indolyl, 1 Afpyrrolyl, 9Afxanthenyl, benzo[2,1 ,3]oxadiazolyl, benzo[1 ,2,5]oxadiazolyl, furyl, 
isoxazolyl, pyridyl, thiazolyl, or thienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutlcally acceptable salt, hydrate, or solvate thereof. 
[0053] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound Is se- 
lected from the group consisting of: 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3-methoxybenzamide; 

3- bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-benzamide; 

4- bromo-N-(cis-4^[4-(dimethylamino^ 
N-(cis-4-{[4-(dimethylamino)qu 

3- chloro-N-(cis-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-benzamjd 

4- chloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-benzamide; 
4-chloro-N-(cis-4^[4-(dimethy^ 
3-<^ano-N-(cis^[4-(dimethylamino)qm 

3,5-dichloro-N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)benzamide; 
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3.4- dichloro-N-(cte-4^4-(dime^^ 
N-(cte^-{[4-(dlmethyl^ 

N-(cls^-{[4-(dim8thylamino)quinolin-2-yl]amino}cycio 

N-(cls-4-{[4-(dimethy^ 

N-(cis-4-{[4-(dimethylami^ 

N-(cis-4-{[4-(dimethylamlno)quinolin-2-yl]amino)cyclohexyl)^ 
N-(cte-4-{[4-(dimethylamlno)quinolln-2-yl]amino}cyclohexylV 
N-(cis-4^4-(dimethylamino^ 
N-(cis-4-{[4-(dimethyla™^ 

N-(cis-4^4-(dimethylamino)quinolin-2-yl]amino}cycloh 
N-(cis-4^4-(dimethylamino)quinon^ 

N-(cls^^4-(dlmethylamlno)quinolln-2-yljamlno}cyclohexyl)-3^ 

4-bromo-N-(cis-44[4-(dimethylamino)quw 

N-(cis-4^4-(dimethylamino)quino^ 

3^hloro-N-(cls^[4-(dimethylamino^ 

N-(cis^-{[4-(dimethylamino)qum^ 

3^h!oro-N-(cis^[4-(dimethylamino^ 

N-(cls-4^4-(dimethylamino)quinoli^ 

N-(cis-4-{[4-(dimethylamino)qm^ 

N-(cte-4-{[4-(dimethytamino)qum 

(2E)-N-(cis^-{[4-(dimethylamino)qui™^ 

N-(cis^4-(dimethylamino)quinoK^ 

2.5- dichloro-N-(cis^[4-(dimethylami^^^ 

2- (4<hlorophenoxy)-N-(cis-4-{[4-(dime^^^ 

3- (2^hlorophenyl)-N-(cis^-{[4-(dimeth^^ 
ide; 

1- (4^hlorophenyl)-N-(cis^-{[4-^^ 

3- (2^hloro-6-fluorophenyl)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyc^ 

4- carboxamide; 

N-(cis-4^4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3-fluorobenzam 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-4^ 

N-(cis^{[4-(dimethylamino)qw^ 

N-(cis-4-{[4-(dimethylamino^ 

N-(cis^-{[4-(dimethylami^^ 

N-(cis^-{[4-(dimethylamino)quinolm^^ 

N-(cis-4-{[4-(dlniethylamino)quinolin-2-yl]amino}cyclohexy 

2- (3n:hlorophenoxy)-N-(cis-4-{[4-(dime^ 

3- (2,6-dichlorophenyl)-N-(cis-4^4-(d^ 
amide; 

N-(cis-4-{[4-(dimethylamino^ 

N-(cis-4-{[4-(dimethylamlno)q^ 

N-(cis-4-{[4-(dimethyla™^ 

5- bromo-N-(cis^[4-(dimethylamino)qu^^ 
N-(cis-4-{[4-(dimethylamino)qw^ 
5-(4<:hloro-2-nitrophenyl)-^ 
5^hloro-N-(cls^[4-(dimethylamino^ 
N-(ds-4-{[4-(dimethylamino)qui^ 
N-(cis-4-{[4-(dlmethylamlno^ 

N-(cis-4-{[4-(dimethylamino)qujnolin-2-yl]amino}cyclohe)^ 

(2E)-N-(cis^-{[4-(dimethylamino)q^ 

2,2-bis(4^hlorophenyl)-N-(cis^4^ 

N-(cis-4-{[4-(dimethylamino^ 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cy^^ 

N-(cis-4-{[4-(dimethylamino)qui^ 

5-bromo-N-(cis-4^4-(dimethytam^ 

4>dibromo-N-(cis-4^[4-(dimethylamino)^^ 

4,5-dibromo-N-(cis-4^[4-(dimetty^ 

N-(cis-4-{[4-(dlmethylamino)quinolin-2-yl]amino)cyclohexyl)-2-(1HM 
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N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amlno}cyclohex^ 

N-(cls^4-(dimethylamlno^^ 

N-(cis-4^4-(dimethylamino)quinolin-2^ 

3-(benzyloxy)-N-(cis^-{[4-(dlmethyla^ 

N-(cis-4-{[4-(dimethylamino)quino^ 

N-(cis-4-{[4-(dimethyla^ 

N-(cts-4-{[4-(dimethylamino)quinol^^ 

N-(cis-4-{[4-(dimethylamino)quta^ 

N-(cis<4-{[4-(dimethylamjno)quinolin-2-yl]amino}cyclohexyl)-lHrn 
N-(cte-4-fl4-(dimethyIamta 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2-m 
N-(cls-4^4-(dlmethylamino)quinolin-2-yl]amino}cyclohexyO 
N-(cis-4-{[4-(dimethylam^^ 
N^cis-4-{[4-(dimethylamino)quino^ 

5-chloro-N-(cis^[4-(dimetW 
N-[(cis-4^[4-(dimethylamino)quinolin-2^ 

3- bromo-N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methylh 

4- bromo-N-[(cis^[4-(dimethyl^ 
N-[(cis^[4-(dimethylamino)quinoli^ 

3- chloro-N-[(cis^-{[4-(dimethy^ 
4^hloro-N-[(cis^4[4-(dimethyla^ 

4- chloro-N-[(cis^[4-(dimethyl^ 

3- <^ano-N^(cis^[4-(dimethylamino^ 
S.S-dichloro-N-Kcis^^-tdimethylamino^^ 
3,4-dfchloro-N-[(cis^-{[4-(dimethyta 
N-[(cis-4^4-(dlmethylamlno)qulnoH^ 
N-[(cis^[4-(dimethylamino)quinolin^^ 
N-[(cis-4^[4-(dimethylamino)qui^^ 

N-[(cis-4^4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methy0-^ 

N4(cis-4^4-(dlmathylamino)^ 

N-[(cis-44[4-(dimethylamino)qui^ 

N-[(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methy^ 

N-[(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclo 

N-[(cis-4^[4-(dimethylamino)qu^ 

N-[(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]-3-m 
N4(cis-44[4-(dimethylamino)quinolln-2-yl]amlno}cyclohexyl)methy^ 

4- bromo-N-[(cis^-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-methyl]-3-m 
N-[(cis-4^[4-(dimethylamino)quinolin^^ 
3-chloro-N-[(cis^-{[4-(dimethylamino^ 
N-[(cis-4^[4-(dlmethylamino)qu 
3-chloro-N-[(cls^-{[4-(dlmethylaml^ 
N4(cis^[4-(dime%lamino)quinolin-2^ 
N-[(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)meth 

N-[(cis-4^4-(dimethylamino)qui^ 

(2E)-N-[(cis-4-{[4-(dimethyla^ 

N-[(cis-4^[4-(dimethylamino)qulnolin^^ 

2,5<ltehloro-N-[(cis^[4-(dime^ 

2!6-dtehloro-N-[(cis^[4-(dimethylamino)quinolin-2-y 

N-[(cis-4^[4-(dimethylamino^ 

2,4 l 64richlora-N-[(cis^[4-(dta 

(2^-3-(2K:hlorophenyl)-N-{(cis^[4^ 

5- bromo-N-[(cis-4-{[4-(dimethyl^^ 
N-[(cis^[4-(dimethylamino)quinoH^ 
5-(4K:hloro-2-nitrophenyl)-N-[(d^ 

5-ch!oro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexy 

N-[(cis-4^[4-(dimethylamino)quinol^^ 

N-[(cis^[4-(dimethy^ 

(2E)-N-[(cis-4-{[4-(dimethylamiM^ 
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2 2~bis(4-chlorophenyl)-N-[^^ 

N-[(cis-4^4-(dlmetW 
Nl(cis-44[4-(dlme%1amino)q^ 
N-[(cis-4^[4-(dimethylamino)quinol^^ 
N-[cis-4-(4-methyl^uinolin-2-ylam^ 

3 l 4-difluoro-N-[cis^-(4-methyl-quinolin-2-ylamino)^clohexyl]-benz 
3!4-difluoro-N-[clSH4-(quinolin-2-ylamino)-cyclohexyl]-ben2amld8; 

2- phenoxy-N-[cis^-(quinolin-2-ylamino)-cyclohexyQ-nlcotinamide; 
3^hloro-N-[cis^-(4-methyl-quinolin-2-ylamino)^clohexylhbonzamido; 

N-[cis^-(4^hloro-quinolin-2-ylam^^ 

3- methyl-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3-methoxy-N-[cis-4-(quinolln-2-ylamlno)-cyclohexyl]-benzamlde; 
3Kjhloro-N-[cis^-(quinolin-2-ylamino)-cyclohexyQ-benzamide; 
5-nitro-thlophene-3-carboxylic acid [cls-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 
5-nitro-thiophene-3-carboxylic acid [cis^-(4-methyl-quinolin-2-ylamino)-cydohexyl]-amide^ 
3-chloro-4-fluoro-N-[cls-4-(quinolin-2-ylamino)-cyclohexyl]-benzamlde; 
3,5-dimethoxy-N-[cis-4-(quinolin-2-ylamino)-cyclohexyG-benzamide; 
3'4-dtehloro-N-[ds-4-(quinolin^ 

benzo[2,3,1 ]oxadiazole-5-carboxylic acid [ci3-4-(quinoiin-2-ylamino)-cyclohexyl]-amide; 
3-methyl-N-[cis-4-(4-methyl-quinoiin-2-ylamino)-<yclohexyl]-benzamide; 

3- methoxy-N-[cis^-(4nfTiethyl-quinolin-2-ylamino)^clohexyl]-benzamide; 

4- (^ano-N-(cis-4-(4-methyi-quinoIin-2-ylamino)-cyciohexyG-benzarnide; 

1 -methyl-4-nitro-1 H-pyrrole-2<arboxylic acid [cis-4-(quinolin-2-ylamino)-cyc!ohexyl]-amide; 
9H-xanthene-9-carboxylic acid [cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 

5- (4^hloro-phenyl)-furan-2^^^ 

3- nltro-N-[cis-4-(quinolln-2-ylamino)-cyclohexyi]-benzamide; 

4- fluoro-3-methyl-N-[cis-4-(quino!in-2-ylamino)-cyclohexyI]-benzamide; 
3-bromo-N-[cis-4-(quinolin-2-ylamino)-cyclohexyQ-benzamide; 

2- (2-bromo-phenoxy)-N-[cis^ 

3- cyano-N-[cis-4-(quinolin-2-yiamino)-cyclohexyi]-benzamide; 
N4cis-4-(quinolin-2-ylamino)-cyclohexylHrifluoromethyl-benzamide; 
N-[cis^-(4^hloro-quinoiin-2-ylamino)^iohexyl]-3,4-difluoro-benzamide; 
3,4-dichloro-N-[cis-4-(4-methyi-quinolin-2-ylamino)-cyclohexy^ 

3- chloro-4-fluoro-N^cis^-(4Hrne%^ 

4- fluoro-3^ethyl-N-tci8^-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

1 -methyl-4-nitro-1 H-pyrrole-2*arboxylic acid [cis-4-(4-methyl-quinolin-2-ylamino)-cyclohe)cyl]-amide; 
9H-xanthene-9-carboxylic acid [cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyi]-amide; 

5- bromo-furan-2-carboxylic acid [cis^-(4-methyi-quinolin-2-ylamino)-cyclohexyl]-amide; 
N-[cis-4-(4-methyl^ulnolin-2-yla™ 

N-[cis-4-(quinolin-2-y!amino)-cyclohexyl]-2-rn-tolyloxy-acetamide; 

2,2-diphenyl-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetamide; 

5-bromo-furan-2-carboxylic acid [cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 

benzo[2,3,1 ]oxadiazole-5-carboxylic acid [cis-4-(4-methyl-qulnolin-2-ylamino)-cyclohexyl]-amide; 

3-bromo-N-[cis^-(4-methyl^ 

3-cyano-N4cis^(4^ethyl-quinolin-2-ylamino)^clohexyl]-benzamide; 

N-[cis-4-(4-methyl^uinolin-2-yta^^ 

N-[cis-4-(4-methyl^uino^ 

2-(4-fiuoro-phenoxy)-N-[cis^-(quinolin-2-yiamino)^clohexyl]-nicotinamide; 

2-(44luoro-phenoxy)-N-(cis^-(4-methyl-quinolin-2-ylamino)^clohexy^ 

2-(3 4-difluoro^henoxy)-N-[cis-4-(quinolin-2-ylamino)<7Ciohexyl]-nicotinamide; 

2-(3!4-difluoroi>henoxy)-N4c^^ 

NVis-4-(quinolin-2-ylamino)^ciohexyl]-2p-tolyloxy-nicotinamide; 

N-[cis-4-(4-methyl^uinolin-2-ylami^ 

2-(4«:hloroi>henoxy)-N4cis-4-(quinol^^ 

2-(4<hloro-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-ylamino)^clohe 

2-(4-bromo-phenoxy)-N-[cis^ 

2-(4-bromoi>henoxy)-N-[cis-4-(4-m^ 

2-(4-methoxy-phenoxy)-N-[cis^-(q^^ 
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2-(4-methoxy-phenoxy)-N-[cis^ 
2-(3^hloro^-fluoro-phenoxy)-N-[cls-4-(qui^ 
2-(3<hloro^-fluoro-phenoxy)-N-[cis-4-(4-methyl-quinolin-2-ylamino)^ 
N-[cis-4-(quinolin-2-ylamino)K^clohexyl]-2-m-toiyloxy-nicotinamide; 

N-[cis-4-(4-methyl^uinolin-2-y^ 

2-(3-methoxy-phenoxy)-N-[cis^-(4-methyl-qul^ 

2-(3^hloro-phenoxy)-N-[cis-4-(4-methyl-q^ 

2-(3<hloro^-fluoro-phenoxy)-N-[cls-4-(4^^ 

2-(3 l 4-dichIoro-phenoxy)-N-[cisr4-(4-me%^ 

C-(methyl-phenyl-amino)-^ 

2-(3,4-dichloro-phenylamino)-N-[cis^^^ 

2-(3-methoxy-phenoxy)-N-[c!s^-(quinolin-2-ylamino)^ciohexyl]-acetamlde; 
2-(3^hloroi>henoxy)-N-[cis-4-(quinolln^ 

2-(3<hloro^-fluoro-phenoxy)-N^cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetam 

2-(3 > 4-dichloro-phenoxy)-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetamide^ 

C-(methyl-phenyl-amino)-N-[cls-4-(quinolin-2-ylamino)-<^clohexyl]^ 

2- (3,4<lichloro-phenylamino)-N-[d^^ 

3- hydroxy-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
N-[cls-4-(quinolin-2-ylamino)-cyclohexyl]-isophthalam»c acid methyl ester; 
N-[cis-4-(quinolin-2-ylamino)^ 
N-[cis^-(4-methyl^uinoIin-2-ylamino^^ 

N-[cls-4-(4-methyl^uinolin-2-ylamino)^clohexyl]^-trifluoromethoxy-benzamide; 

N-tcls^-^-amino-quinolin^-ylaminoJ^clohexyQ-S^-difluoro^enzamide; 

C-(ethyl-phenyl-amino)-N-[cis^^ 

C-(ethyl-phenyl-amino)-N-[cis^-(4^ 

3- hydroxy-N-[cls-4-(4-methyl-qulnolin-2-ylamino)-cyclohexyl]-benzamide; 

2- amino-N-[cis^-(4-methyl-quinolin-2-ylamino)K7Clohexyl]-nlcotinamide; 
2 t 3-difluoro-N-tcis^-(4-methyl-quinolin-2-ylamino)K^c!ohexyl]-benzamide; 
2|4-dmuoro-N-[cis^-(4-methyl-quinolin-2-ylamino)^clohexyl]-benzamide; 

2.5- dmuoro-N-[cis^-(4-methyl-quinoljn-2-ylamino)K^clohexyl]-benzam 

2.6- dffiuoro-N-[cis^-(4-methyl-quinolin-2-^^ 
3,5<|ffluoro-N-[cis^-(4-methyl-quinoN^ 
C-[(4^hloroi3henyl)^thyl^ino]-N-[ci8-4-(4-methyl-quinoH 

4- chloro-3-fluoro-N^cls^-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzam 
4-fluoro-N^cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

3- fluoro-N-[cls-4-(4^ethyl-qulnolin-2-ylamino)-cyclohexyl]-benzamide; 

2- fluoro-N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 

4- chloro-N-[cis^-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
N-[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-isophthalamic acid methyl ester; 
3,5-difluoro-N-[cls-4-(quinolin-2-ylamino)-cyclohexyl]-benzamlde; 
4-chloro-3-fluoro-N-{cls-4-(qulnolln-2-ylamino)-cyclohexyl]-benzamide; 
C-[(4-chloroiDhenyl)-ethyl-amlno]-N-[cis-4-(qulnolln-2-ylamino)<yclohexyl]-acetamlde; 
6-chloro-N-[cls-4-(4-methyl-quinolln-2-ylamino)-cyclohexyl]-nicotinamide; 
6-dimethylamino-N-[cis^-(4-me^ 

3- hydroxymethyl-N-[cis^-(4-methyl-qujnolln-2-ylamlno)-cyclohexyl]-benzamjde; 
N-[cls-4-(4-methyl-qulnolin-2-ylamlno)-cyclohexyl]-lsophthalamlde; 

3- chloro-5-fluoro-N-[cis-4-(4-methyl-qulnolin-2-ylamino)-cyclohexyl]-benzamide; 
3,4,5-trifluoro-N-[cls-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide; 
pyridine-2-carboxyllc acid [cls-4-(4-methyl-quinolln-2-ylamlno)-cyclohexyl]-amide; 

4- chloro-pyridine-2-carboxylic acid [cis-4-(4-methyl-qulnolin-2-ylamino)-cyclohexyl]-amide; 

5- bromo-N-[cis-4-(4-methyl-qulnolln-2-ylamino)-cyclohexyl]-nlcotlnamide; 
N-[cis-4-(4-methyl^uinolin-2-ylami^ 

3 f 4-dlfluoro-N-[cis^-(4-methyl-quinolin-2-ylamlno)<yclohexylmethyl]-benzaml^ 

N-[cis-4-(4-methyl^uinolin-2-ylam^ 

N.[ C j S .4.(4-dimethylamino-qu^ 

3,4-difluoro-N-[cis-4-(quinolln-2-ylamlno)-cyclohexylmethyl]-benzamide; 

2-phenoxy-N-[cis^-(quinolin-2-ylamino)-^ 
4-methyl-N-{cls-4-[(4-methylquinolin-2-yl)amlno]cyclohexyl}benzamide; 
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2-(4K:hlorophenoxy)-N-{cis-4-[(4-me 

3,4,54rlmethoxy-N-{cls^^ 

2-(3,4-dif1uorophenyD-NK:is-4-[(4-methy^ 

2- (2-bromo-4 J 5-dimethoxyphenyl)-N^cis^^ 
2,6-dimethoxy-N-{cis-4-[(4-methylquinolin-2-yl)am 
N-{cis-4-[(4-methylquinolin-2-yl)amino]^^ 

5-chloro-N-[cis-4-(4-methyl-qulnolln-2-y^ and 
5-fluoro-N^cis-4-(4HTiethyl-quinolin-2-ylamino)^clohexyl]-nicotinamide; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0054] In some embodiments, compounds of the present Invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

3- bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-yQamino}cyclohexyl)-benzamide; 
N-(cis-4-{[4-(dimethylamino) 

3- chloro-N-(cis-4-i[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-benzamide; 

4- chloro-N-(cis-4^[4-(dime%^ 

4-chloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyc 

3,4-dichloro-N-(cls-4^[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyO 

N-(cis-4-{[4-(dimethylamino)quinolin-2^ 

N-(cis-4-{[4-(dimethylamino)quinoH 

N-(cis-4^4-(dimethylamino)quinolin-2^^^^ 

N-(cis-4-{[4-(dimethylamino^^ 

N-(cis^-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2-phenoxypropanamide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-3-methylbenzamide; 

4-bromo-N-(cis-4^[4-(dimethylam^ 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}^clohexyl)-2 l 5-dimethyl-3-furamide; 

3-chloro-N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-4-fluorobenzamid 

N-(cis-4-{[4-(dimethylamino)quinolin^ 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl^ 

2- (4<hlorophenoxy)-N-(cls-4-{[4-(dimett 

3- (2^hlorophenyl)-N-(cis-4-{[4-(d^^^ 
ide; 

3- (2<hloro-6-fluorophenyl)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino 

4- carboxamide; 

N-(cls-4«fl4-(dimethylamino)quinolin-^ 
N-(cis-4-{[4-(dimethylamino)quinolin-2^^ 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-5-nltro-2-fu^ 
N-(cis-4-{[4-(dimethylamino)q^ 

2- (3n;hlorophenoxy)-N-(cis-4-{[4-(dimethylam^ 

3- (2,6-dichlorophenyl)-N-(cis-4^ 
amide; 

N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino)cyciohexyl)-2-phenoxynicotinami^ 

N-(cis-4-{[4-(dimethylamlno)qu^ 

N-(cis-4^4-(dimethylamino)quinon^ 

N-(cis-4-{[4-(dlmethylamino)q^ 

N-(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-5^ 
N-(cis-4-{[4-(dimethylamino)quinoH^ 
N-(cis-4-{[4-(dimethylamino)quinolin-2-y^ 
N-(cis-4-{[4-(dimethylamino)qu^ 

5- bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-y0amino)cyclohexyl)-2-furamide; 
4 ) 5-dibromo-N-(cis-44[4-(dimethylamlno)quinolin-2-yl]amino}-cyclohexyl)^ 
N-(cis-4-{[4-(dimethylamino)quinolin-2^^ 
N-(cis-4-{[4-(dimethylamino)quino^^ 
N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]am^ 
N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)-1-met 
N-(cis-4-{[4-(dimethylamino)qulnolin-2-yl]amino}cyclohexy0^nltrobenzamide; 
N-(cis-4-{[4-(dimethylamino)quinolin-^^^ 
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3-bromo-N-[(cis-4-{[4-(dime%^ 
N-[(cls-4^4-(dlmethylami™^ 

3- chloro-N-[(cis^-{[4-(dimethyla^ 

4- chloro-N-[(cis«4-{[4-(dimethyla^ 
4-chtoro-N-[(cis-4-{[4-(dime^ 
3Adichloro-N-[(cls^[4-(dim^^ 

N-[(cls-44[4-(dimethylamino)quinolin-2-yl]amlno}cyclohexyl)methy0 

N-[(cis-44[4-(dimethylamino)quinoHn-2-y0amino}cyclohexyl)me 

N-[(cis-4^[4-(dimethylamino)qm^ 

N-[(cis-4^(4-(dimetty^^ 

N-[(cis-4^[4-(dimethylamino)quinolln-2-yl]amino}cyclohexyl)m 
N-[(cls-4^[4-(dlmethylamIno)quino!in-2-yl]amino}cycto 

4- bromo-N-[(cis-4-{[4-(dimethylam^ 
N-[(cis-4^[4-(dimethylamino)quinolin^^ 
3-chloro-N-[(cis^-{[4-(dimethylami^ 
N-[(cis-44[4-(dimethylamino)quinolin-2-^^ 
N-[(cis-44[4-(dimethylamino)qu^^ 
N-[(cis-4^4-(dimethylamino^ 
2A6-trichloro-N-[(cis^[4-(dimethy^^ 
N-[(cis-4^4-(dimethylamino)quinolin^ 
N-[(cis-4^[4-(dimethylarnino)quinolin-2-yl]amino}cyclohe 
N-[(cis-44[4-(dimethylamino)quinoli^ 
N-[(cis-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexy0^ 
N-[(cis-4^[4-(dlmethyiamlno)qw^ 

N-[cls-4-(4-methyl^uinolin-2-ylamino)-cyclohexyl]-2-phenoxy-nicotinam 

3.4- dlfluoro-N-[cls^-(4-methyl-quinoHn-2-ylamino)-<^clohexyl]-bGnzamide; 
3 p 4-difluoro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyO-benzaniide; 

2- phenoxy-N-[cis^-(quinolln-2-ylamino)-cyclohexyO-nicotinamide^ 

3- chloro-N-[cis^-(4-methyl-quinolin-2-ylamino)^clohexyl]-benzamide; 
3-methyl-N-(cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamlde; 
3-mathoxy-N-[cl3^-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3^hloro-N-[cis^-(quinolin-2-ylamino)-cyclohexyQ-benzamide; 

5- nitro-thiophene-3-carboxylic acid [cls-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 
5-nitro-thiophene-3-carboxylic acid [ci3-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-amide; 
3^hloro-4-fiuoro-N^cis^-(qulnolin-2-ylamino)-cyclohexyl]-benzamide; 

3.5- dimethoxy-N-[cis^-(quinolin-2-ylamino)-<^clohexyl]-benzamide; 
3 ( 4-dichloro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 

benzo[2,3,1 ]oxadiazole-5-carboxylic acid [cis-4-(quinolin-2-ylamino)-cyclohexyl]-amido; 
3-methyl-N-[cis-4-(4-methyl-quinolin-2-ylamino)-<^c!ohexyi]-benzarnide; 

3- methoxy-N^cis^-(4HTiethyl-quinoiin-2-yiamino)-cyclohexyl]-bGnzamid0; 

4- cyano-N-[cis-4-(4-methyl-qulnolin-2-y!amino)<7clohexyl]-benzamIde; 

1 -methyl-4-nitro-1 H-pyrrole-2-carboxylic acid [cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 
9H-xanthene-9-carboxylic acid[cis-4-(quinolin-2-ylamino)-cyclohexyl]-amide; 

3- nrtro-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamlde; 

4- fluoro-3^ethyi-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide; 
3-bromo-N-[cis-4-(quinolin-2-ylamlno)-cyclohexyl]-benzamide; 

2- (2^romo-phenoxy)-N-[cis-4-(quinolin-2-ylamino)K^clohexyl]-nteotinamide; 

3- cyano-N-[ci3-4-(quinonn-2-yiamino)-cyclohexyl]-benzamide; 
N-[cis-4-(quinolin-2-ylamino)^ciohexyl]-trifluoromethyi-benzamide; 
N.[ C js^.(4K:hloro-quinolin-2^ 
S^-dichloro-N-tcis^-^-methyl^uinoli^ 

3- chloro-4-fiuoro-N^cis-4-(4^ethyl-q^ 

4- fluoro-3^ethyl-N-[cis^-(4-methyL^^ 

1 -methyl-4-nitro-1 H-pyrrole-2^carboxylic acid [cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-amide; 
9H-xanthene-9-carboxylic acid[cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-amide; 

5- bromo-furan-2-carboxylic acid [cis-4-(4-methyl-quinolin-2-ylaniino)-cyclohexyl]-amide; 
N-[cis^-(4-methyl<|Uinoiin-2-ylamino)^clohexyl]-2-m-toVloxy-acetamide; 
N-[cis-4-(quinolin-2-yiamino)-cyclohexyl]-2-m-tolyloxy-acetamide; 
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2,2-diphenyl-N-[cis-4-(quinolin-2-ylamino)-cyclohexyl]-acetamide; 

5- bromo-furan-2-carboxyllc acid [cls-4-(quinolln-2-y!amlno)-cyclohexyl]-amlde; 

benzo[2,3,1 ]oxadiazole-5-cart>oxylic acid [cis^(4-methyl-quinolin-2-ylamino)-cyclohexyl]-amide; 

3-bromo-N-[cis^-(4-methyl-quinolin-2-ylamino)-cyclohoxyl)-benzaniide; 

3-cyano-N-[cis^(4-methyl-quinolin-2-ylamino)-cyclohe)cyl]-benzamjde; 

N-[cis^-(4-methyl^uinolin-2-ylamino^ 

N-[cls^-(4-methyl^uinolin-2-ylamlno)^d^ 

2-(4-fluoro-phenoxy)-N-[cls^-(quinol^^ 

2-(44luoro-phenoxy)-N-[cls^-(4-methyl-quinolin-2-ylamin 

2-(3,4-difluoroi)henoxy)-N-[cis-4-(qu^ 

2-(3i4-dffluoroi>henoxy)-^ 

N-[cls-4-(quino!ln-2-ylamino)-cyc!ohexyl)-2-p-tolyloxy-nicotinamlde; 
N-[cis-4-(4-methyl^uinolin-2-ylamino)-cyclohexyl]-2-p-tolyloxy-nicotina 
2-(4*hloro-phenoxy)-N-[ds^-(quinol^^ 
2-(4^hloro-phenoxy)-N-[cls-4-^ 

2-(4-bromo-phenoxy)-N-[cis-4-(quinolin-2-ylamino)^clohexyl]-nicotinamid 
2-(44)romoi>henoxy)-N-[cis-4-(4-methyl^ 
2-(4HTiethoxy-phenoxy)-N-[cis^-(quinolta^^ 
2-(4^ethoxy-phenoxy)-N-[cis^-(4-methyl-quinolin-2-ylamino)^ 

2-(3<hioro^-fluoro-phenoxy)-N-[cis-4-^ 
N-[cls-4-(quinolin-2-ylamino)-<^clohexyl]-2-m-tolyloxy-nicotinamide; 

N-[cis-4-(4-methyl^uinolin-2-ylamino)^ 
2-(3^ethoxy-phenoxy)-N-[cis^-(4-methyl-quinolta^^ 

2-(3<hloro-phenoxy)-N4cis-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-acetamide; 

2-(3K:hloro^-fluoro-phenoxy)-N-[cls-4-(4-methyl-quinolin-2-ylamlno)-cyclohexyO^ 

2-(3,4-dichloro-phenoxy)-N-[cte«4-(4-^ 

C-(methyl-phenyl-amino)-N-[cis^-(4^^ 

2-(3^ethoxy-phenoxy)-N-[cis^-(quinolin-2-ylamino)^lohexyI]-acet^ 

2-(3^hloro^henoxy)-N-[cis-4-(quinolin-2-ylamino)^clohexyl]-acetamide; 

2-(3<hloro^-fluoro-phenoxy)-N-[cis^-(quinolin-2-ylamino)^clohexyl]-acetamide; 

2- (3,4-dichloro-phenoxy)-N-[cis^-(quinolin-2-ylaniino)-cyclohexyl]-acetamide; 
C-(methyl-phenyl-amino)-N-[cis-4-(qum^ 
N-[cis-4-(4-methyl<|uinoiin-2-ylamlno^ 

N-[cis-4-(4-amino-quinolin-2-ylamino)-cycIohexyl]-3,4-difluoro-benzamide; 

C-(ethyl-phenyl-amino)-N-[cis^-(qui™^ 

C-(ethyl-phenyl-amlno)-^^ 

3- hydroxy-N-[cis-4-(4-me%l^uinolin-2-ylamino)-cyclohexyl]-benzaniide; 
2,4-difluoro-N-[cis^-(4-methyl-quinolin-2-ylamino)<yclohexyO-benzam^ 
3£-difluoro-N-[ds^-(4-methyl-qu^^^ 
C-[(4-chloro-phenyl)-ethyl-aml^ 

4- chloro-3-fluoro-N4cls^-(4-meto^ 

4-fluoro-N-[cis-4-(4HTiethyl-quinolin-2-yiarnino)-cyclohexyl]-benzamide; 

3- fluoro-N^cis-4-(4Hrnethyl-quinolin-2-ylamino)^clohexyl]-benzamide 

4- chloro-N-[cis4-(4-methyl-quinol^^ 

N-[cis^-(4-me%l^uinolin-2-ylamino)-cyclohexyl]-isophthalamlc acid methyl ester; 
S^-difluoro-N-tcis^-fqulnoiln^-ylaminoi-cyclohexyll-benzamide; 

4- chloro-3-fluoro-N-tcis-4-(quinolin-2-ylamino)-cyciohexyl]-benzamide; 
C-[(4^hloro-phenyl)-ethyl-ami^ 

6- chioro-N-[cis^-(4-methyl-quinolin-2-ylamino)<yciohexyl]-nteotinamide; 

3- chloro-5-fluoro-N^cis^-(4^ethyi-quinolin-2-ylamino)K7Clohexyl]-benzamide; 
3,4,54rmuoro-N^cis^-(4-methyl-quinolin-2-ylamino)-^clohexyO-benzamide; 

5- bromo-N-[cis^-(4-methyl-quinolin-2-ylamino)K^clohexyl]-nicotinamide; 

4- methyl-N^is-4-[(4-methylquinolin-2-yl)amino]cyclohexyl}benzamide; 
2-(4K?hlorophenoxy)-N-{cis-4-[(4-methylquinolin-2-yl)amino](^lohexyl}-acetam 
3 l 4,54rimethoxy-N-{cis^-[(4-methyIquinolin-2-yl)amlno]cyclohexyO^^ 
2-(3,4-difluorophenyl)-N^cis^-[(4-m^ 
2-(2^romo^5<limethoxyphenyl)-N^^ 
2,6-dimethoxy-N-{cis-4-[(4-metty^^ 
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N-{cis-4-[(4-methylquinolin-2-yl)amino]cyd^ 

5-chloro-N-[cls^-(4-methyl-quinolln-2-ylamino)<yclohexyl]-nlcotinamicle; and 
5-fluoro-N-[cls^-(4^ethyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0055] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

Chalky!, and 

C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substltuent(s) Independently selected from the group consisting of: 

•• halogen, 

- C t . 5 alkyl, 

•• C vs alkyl substituted by halogen, 
C,. 5 alkoxy, and 

C^s alkoxy substituted by halogen, 

L is Formula (XV); 
Yis -C(0)NR 5 -; 

wherein carbocyclic aryl is phenyl; and 
halogen isfluoro, chloro, orbromo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 

[0056] In some embodiments of the present invention, is selected from the group consisting of: 

Cms a,k y*» and t 

C 1>16 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
C 14 alkyl, and 

- C^s alkyl substituted by halogen, 

wherein carbocyclic aryl is phenyl; and 
halogen is f luoro, chloro, or bromo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0057] In some embodiments of the present invention, is methyl; p is 0; R 3 and R 4 are both hydrogen; A and B 
are both single bonds; and R 5 is hydrogen: or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0058] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

cis-N-[(1 R)-1-(4-bromophenyl)ethyQ-4H(4^e^ 

cis-N-{(1 S)-1 -[3,5*Mtrifluoro^^ 

cis-N-[(1 R)-1-(2-fluorophenyi)ethyl]-4-[(4-met^^ 

cis-N-[(1 S)-1-(2-fluorophenyl)ethyl]^-[(4-methylquinolin-2-yl)amino]-cyclohexanecarb 

cis-4-[(4-methylquinolln-2-yl)azni™ 

cis-4-[(4-methylquinolin-2-yl)amino]-N^ 

cis-N-[(1 R)-1 -(4<:hlorophenyl)ethyl]-4-[(4-methylquinolin-2-yl)amino]-cyclohexanecarboxamide; and 
cis-N-[(1SH-(4«tolorophenyl)ethyO 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0059] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 
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cis-N-[(1R)-1-(4*romophenyl^^ 
cis-N-[(1SH-<2-auorophenyl)e^^ 
cis^methylquinolin^ 
cis^(4.methylquinolin.2.yl)a^ 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0060] In some embodiments of the present Invention, R 1 Is selected from the group consisting of: 

(0 Cl '^ al ^^ utetituted by substitU ent(s) independently selected from the group consisting of: 

• C^g alkoxycarbonyl, 

• C^alkylthio, 

# . SSclic 3' substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
Cj^ alkyl, and 
C 2 . 5 alkenyl, 

(ii) C 3 ^cycloalkyl, and 

C M cycloalkyl substituted by carbocyclic aryl, 

(IH) ^calS by substituent(s) independently selected from the group consisting of: 

halogen, 
cyano, 
nitro, 

C^s alkyl, 

C^s alkyl substituted by halogen, 
C^g alkoxycarbonyl, 
C^s alkoxy, 

C^s alkoxy substituted by carbocyclic aryl, 
c 3-6 cycloalkoxy, 
carbocyclic aryloxy, 
C^s alkylthio, and 
carbocyclic aryl, 

(|V) h tet^^lyu2bstituted by substituent(s) independently selected from the group consisting of: 

• C^s alkyl, 

• C^s alkyl substituted by halogen, and 

• carbocyclic aryl; 

L is Formula (VII); 
Yis -C(0)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is 2,3-dihydro-benzo[1 ,4]dioxinyl, 
3,4-dihydro-2H-benzo[b][1 ,4]-dioxepinyl, benzo[1 ,3]dioxolyl, furyl, or isoxazolyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0061] In some embodiments of the present invention, is hydrogen, methyl, methylamino, or dimethylam.no, p is 
0; R 3 and R 4 are hydrogen; A is a single bond; B is a single bond or -CH 2 -; R 5 is hydrogen; or a pharmaceutically 
acceptable salt, hydrate, or solvate thereof. 

[0062] In some embodiments of the present invention, R, is selected from the group consisting of: 
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(i) alkyl, and 

C V5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• C^g alkoxycarbonyl, 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by halogen, 

(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
nitro, 

^.5 alkyl, 

C^s alkyl substituted by halogen, and 
C.,.5 alkoxy, 

(Hi) heterocyclyl, 

heterocyclyl substituted by alkyl. and 
heterocyclyl substituted by carbocyclic aryl; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is isoxazolyl; and 

halogen is fluoro, chloro, bromo, or Iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0063] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

N-(2^lorophenylVN'-(cis-4-[^ 

N-(cis-4-tt4-(dimethylamino)quinor^^ 

N-(cis-4-{[4-(dlmethylamino) 

N-(cls^-{[4-(dimethylamino)qulno^^ 

N-(cis-4-tf4-(dimethylamino)qu^ 

N-(2,4-dibromo-6-fluorophenyl)-N , -(cis^[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)urea^ 
N-(2!6-diethylphenyl)-N'-(cte^ 

N-(2^lorobenzyl)-N'-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}-cyclohexyl)ure 

N.(cis-4-{[4-(dimethylamino)qulnolin-2-yl]amino)cyclohexyl)-N , -(2-et 

N-(cis^-{[4-(dimethylamino)qui^^ 

N-(2-tert^utyl-6-methylphenyO-N , -(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}^ 
N-fcis-^^-tdimethylaminoJquinolin^-yllaminolcyclohexyO-N'-tdiphenylmethyOurea; 
N-(4-bromo-2,6-dimethylphenyl)-N t -(cis^-{[4^dimethylamino)quinolin-2-yl]amino}^clohexyl) 

N-(cls-4^4-(dlmethylamino)qulnolln-2-yl^^ 

N^cis^-^^dimethylaminoJquinolin^-yllaminoJcyclohexyO-N'-l-naphthylurea; 
N-(cis-4-{[4-(dimethylamino)quinol^ 

methyl N^(cis-4^[4-(dimethylamino)quinoHn-2-yl]amino}cyclohexyl)-amino]carbo 

N-(cis-4-{[4-(dlmethylamino)quinol^^ 

N-(5-chloro-2,4-dimethoxypheny^ 

N-(4-bromo-2-methylphenyl)-N , -(cis^[4-(dimethylamino)quinolin-27l]amino}^ 
N<(cis-4^4-(dimethylamino)quinol^ 

N-Kcis^-t^-fdimethylaminoJquinolin^-yllaminoJcyclohexyOmethyll-N'-mesitylurea; 

N-[(cis-4^[4-(dimemylamino)quinol^ 

N-[(cis-4^4-(dimethylam'mo)qu^ 

N-(2,4-dibromo-6-fluorophenyl)-N4(c^ 

N-(2'6-diethylphenyl)-N4(ds-4^4-(dimethylamino)quinolin-2-yl]amino}^clo^ 

N-[2<hloro-6-(trifluoromethyl)phe 

N-[(cis-4^4-(dimethylamino)qum^ 

N-[(cis-4^[4-(dimethylamino)qu^ 

N-[(cis-4^4-(dimethylam^^ 

N-(2-tert-butyl-6-methylphenyl)-N^ 
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N-^-tert-butylphenyO-N 1 -^ 
N-[(cls-4^[4-(dlmethylamano^ 

N-(4-bromo-2,6-dimethylphenyl)-N'-[(cls^-([4-(dimethylamino)qujnoH amino)-cyclohexyl)methyl]urea; 

N-(2 t 3-d!chlorophenyl)-N'-[^ 

N-(2,6<liisopropylphenyl)-N4(cis^-{[4-(dime^ 

1-(2,3-dichloro-phenyl)-3^cis-4-(4Hiiethy^ and 
1-(2,3-dlchloro-phenyl)-3^cis-4-(4-methyl-quinoH^ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

[0064] In some embodiments of the present invention, R 1 is selected from the group consisting of: 
(I) C^g alkyl, and 

C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
alkoxy, 

(ii) carbocyclyl, 

(iif) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C^g alkyl, 

• C^s alkyl substituted by halogen, 

• C-,.5 alkoxy carbonyl, 

• C^s alkoxy, 

• 0^5 alkoxy substituted by halogen, 

• mono-C^s alkylamino, 

• di-C,. 5 alkylamino, and 

• carbocyclic aryl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• C^g alkyl, 

• C 1a5 alkoxy carbonyl, and 

• carbocyclic aryl; 

Lis Formula (VII); 
Y is -C(S)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is bicyclo[2.2.1]heptyl; 

heterocyclyl is 2,3-dihydro-benzo[1 ,4]dioxinyl, benzo[1 ,3]dioxolyl, 

isoxazolyl, or thienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0065] In some embodiments of the present invention, R 2 is methylamino or dimethyiamino; p is 0; R 3 and R 4 are 
hydrogen; A is a single bond; 8 is a single bond or -CH 2 -; R 5 is hydrogen; or a pharmaceutical^ acceptable salt, 
hydrate, or solvate thereof. 

[0066] In some embodiments of the present invention, R 1 is selected from the group consisting of: 
(i) carbocyclic aryl, and 
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carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• Cj* alkyl, 

• C V5 alkyl substituted by halogen, 

• C 1-5 alkoxy, 

• mono-C^g alkylamino, and 

• di-Cj.g alkylamino, 

(ii) heterocyclyl, and 

heterocyclyl substituted by C^ 5 alkyl, and 
heterocyclyl substituted by alkoxy carbonyl; 
wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is thienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0067] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is s 
lected from the group consisting of: 

N-(2,4^imethoxyphenyl)-N'-(cis-4^^ 

N-(cis^-fl4-(dimethylamino)quta^ 

N-[4-(dimethylamino)-1 -naph^ 

N-(cis-4-[4-(dlmethylamino)quinol 

N-(cis-4-{[4-(dimethylamino)q^ 

N-(cis^-{[4-(dimethylamino)qu^ 

N-^.e-diethylphenylJ-N'-tcte^-iK-tdimethylaminoJquinolin^-yllaminoJ-cyclohexyO-thiourea; 
NVbromo-^B-dimethylphenyO-N'-^ 

N-(4-bromo-2-methylphenyl)-N , -(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}^ 
N-[4-bromo-2-(trifluoromethyl)phenyl]-N*^^ 
N-(5^loro-2,4-dlmethoxyphenyl)-NXcls^^^ 
N-(2,4<libromo-6-fluorophenyl)-N4cis-44[4-(di^^ 

N-(2!4-dichloro-6-methylpheny and 

methyl 3-{[(cis^-{[4-(dlmethylamino)quinolin-2-yl^ 

ophene-2-carboxylate; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0086] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(i) C^e alkyl, and 

C v8 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C-,.5 alkoxy, 

• C^s alkoxy substituted by carbocyclic aryl, 

• carbocyclyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• nitro, and 
C t . 5 alkoxy, 

(ii) C 2 . 5 alkenyl, 

(iii) carbocyclyl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 
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halogen, 

• C^alkyl, 
C^s alky) substituted by halogen, and 

• alkoxy; 

L is Formula (VII); 
Y is -C(0)0-; 

wherein carbocyclic aryl Is phenyl or naphthyl; 
carbocyclyl is 9H-fluorenyl or menthyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0069] In some embodiments of the present invention, R 2 is methylamino or dimethylamino; p is 0; R 3 and R4 are 
hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutical^ acceptable salt, hydrate, or solvate 
thereof. 

[0070] In some embodiments of the present invention, Q is Formula (III); 
(i) C^q alkyl, and 

C^q alkyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
oxo, 

C^g alkoxy, 

C^s alkoxy substituted by carbocyclic aryl, 
C1-5 alkylcarbonyloxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by halogen, 
carbocyclic aryloxy substituted by nitro, 
heterocyclyloxy, 

heterocyclyloxy substituted by C 1a5 alkyl, 
0^5 alkoxycarbonyl, 
mono-C^g alkylaminocarbonyl, 
di-0,.5 alkylaminocarbonyl, 
mono-C^g alkylamino, 
mono-C.,.5 alkylamino substituted by cyano, 
mono-C^s alkylamino substituted by carbocyclic aryl, 
di-C^s alkylamino, 

di-C^s alkylamino substituted by cyano, 
di-C^s alkylamino substituted by carbocyclic aryl, 
mono-carbocyclic arylamino, 
mono-carbocyclic arylamino substituted by alkyl, 
di-carbocyclic arylamino, 

di-carbocyclic arylamino substituted by alkyl, 
carbocyclic arylsutfonylamino, 
carbocyclic arylsutfonylamino substituted (^.5 alkyl, 
C V5 alkytthio, 

C^s alkytthio substituted by substituent(s) independently selected from the group consisting of: 

•• carbocyclic aryl, 

carbocyclic aryl substituted by halogen, and 
•• carbocyclic aryl substituted by C,. 5 alkoxy, 

carbocyclic arylthio, 
heterocyclylthio, 

heterocyclylthio substituted by C^. 5 alkyl, 
C3-6 cycloalkyl, 
C 3 ^ cycloalkenyl, 
carbocyclyl, 
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• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• C^s alkyl, 

C^g alkoxy, 
** C 2 . 5 alkenyl, and 

•» C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
••♦ carbocyclic aryl, and 

••• carbocyclic aryl substituted by C^ 5 alkylsulfinyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• hydroxy, 
nitro, 

C^s alkyl, 

- C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

— oxo, 

••• carbocyclic aryl, and 

— heterocyclyl, 

C 2 . 5 alkenyl, 
•• alkoxy, 

~ C 1-5 alkoxy substituted by halogen, 

C,. 5 alkoxy substituted by carbocyclic aryl, 
~ carbocyclic aryloxy, 

— mono-carbocyclic arylaminocarbonyl, 
mono-carbocyclic arylaminocarbonyl substituted by halogen, 
di-carbvcyclic arylaminocarbonyl, 

di-carbocyclic arylaminocarbonyl substituted by halogen, 
~ carbocyclic aryl, and 
•• heterocyclyl, 

• heterocyclyl, and 

• heterocyclyl substituted by substltuent(s) independently selected from the group consisting of: 

C^g alkyl, 
alkoxy, 

C t . 5 alkoxy substituted by carbocyclic aryl, 
carbocyclic aryl, and 
~ carbocyclic aryl substituted by halogen, 

(II) C 2 . 7 aikenyl, and 

C 2 . 7 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• nitro, and 
•• C^g alkoxy, 

(iii) C 2 . 5 alkynyl, 

(iv) C&n cycloalkyl, and 

£3-12 cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 
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• C,* alkyl, 

• C 1 . 5 alky I substituted by oxo, 

• C^g alky! substituted by carbocyclic aryl, and 

• carbocyclic aryl, 

(v) carbocyclyl, 

(vi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 
cyano, 
nitro, 

Cmo alkyl, 

Cmo alkyl substituted by substltuent(s) independently selected from the group consisting of: 

halogen, 
•• oxo, 

carbocyclic aryloxy, 
•• carbocyclic aryl, and 

carbocyclic aryl substituted by C V5 alkyl, 

• C^ 7 alkoxy, 

• 0^7 alkoxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• carbocyclic aryl, and 

halogenated carbocyclic aryl, 

C 2 . 5 alkenyloxy, 
cycloaikoxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by nitro, 
carbocyclic aryloxy substituted by C V5 alkoxy, 
carboxy, 

C 1-5 alkoxycarbonyl, 
mono-C^s alkylaminocarbonyl, 
di-C^s alkylaminocarbonyl, 

mono-C^g alkylaminocarbonyl substituted by carbocyclic aryl, 
di-Cj.5 alkylaminocarbonyl substituted by carbocyclic aryl, 
amino, 

mono-C^s alkylamino, 
di-C^g alkylamino, 

mono-C^s alkylamino substituted by cyano, 
di-Ci.5 alkylamino substituted by cyano, 
C 2 . 5 alkynylcarbonylamino, 

C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 
C^g alkoxycarbonylamino, 
(carbocyclic aryl)NHC(0)NH, 

(carbocyclic aryl)NHC(0)NH substituted by C^. 5 alkoxy, 
(carbocyclic aryl)NHC(0)NH substituted by haloganated Cj.g alkoxy, 
carbocyclic aryl azo, 

carbocyclic aryl azo substituted by mono-C t . 5 alkylamino, 
carbocyclic aryl azo substituted by di-C^g alkylamino, 
C1-5 alkylthio, 

0^5 alkylthio substituted by halogen, 
carbocyclic arylthio, 

carbocyclic arylthio substituted by nitro, 
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carbocyclic arylthio substituted by cyano, 
aminosulfonyl, 

mono-C^s alkylamlnosulfonyl, 
di-C^s alkylaminosulfonyl, 
heterocyclylsulfonyl, 
c 3-€ cycloalkyl, 

cycloaJkyl substituted by C 1a5 a Iky I, 
carbocyclic aryl, 
heterocyctyi, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

C^g alkyl, 
•• carbocyclic aryl, and 
~ halogenated carbocyclic aryl, 

(vii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• alkyl, 

• C V5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 
•» C^s alkylthio, 

•» C 14 alkylthio substituted by carbocyclic aryl, 
- alkylthio substituted by halogenated carbocyclic aryl, 
carbocyclic aryl, 

carbocyclic aryl substituted by halogen, and 
•• heterocyclyl, 

C V5 aikoxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by C V5 alkyl, 
C^g alkylthio, 
C 1a5 alkenylthio, 
carbocyclic arylthio, 

carbocyclic arylthio substituted by alkoxycarbonyl, 
C^s alkylsutfonyl, 
carbocyclic arylsulfonyl, 

carbocyclic arylsulfonyl substituted by C 1a5 alkyl, 
C.,.5 alkoxycarbonyl, 

C v5 alkoxycarbonyl substituted by carbocyclic aryl, 
carbocyclic aryl, 

carbocyclic aryl substituted by substltuent(s) independently selected from the group consisting of: 

halogen, 
•• nitro, 

•• alkyl, and 

m C V5 alkyl substituted by halogen, 

• heterocyclyl; 

wherein carbocyclic aryl is phenyl, naphthyl, oranthranyl; 

carbocyclyl is 1 ,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-fluorenyl, 9H-fluorenyl, 9-oxo-9H-fluorenyl, ada- 
mantly, bicyclo[2.2.1]heptenyl, bicyclo[2.2.1]heptyl, indanyl, indenyl, ormenthyl; 

heterocyclyl is 1,2,3-triazolyl, 1Wndolyl, 1H-pyrrolyl, 2,3-dihydro-1 -oxo-isoindolyl, 2,3-dihydro-benzo[1,4] 
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dioxinyl, 2,4-dihydro-3-oxo-pyrazolyl, 2Afbenzopyranyl, 2-oxo-benzopyranyl, 3,4-dihydro-2/*benzo[b][1 ,4]diox- 
epinyl, 4,5,6,7-tetrahydro-benzo[b]thlenyl, 4H- benzo[1 ,3]dloxinyi, 4-oxo-1 ,5,6,7-tetrahydro-indolyl, 4-oxo-benzo- 
pyranyl, 9/+carbazolyl, 9H-xanthenyl, azetidinyl, benzo[1 ,3]dioxolyl, benzo[2,1,3]oxadiazolyl, benzo[1,2,5]oxadi- 
azolyl, benzo[2,1,3]thiadlazolyl, benzo[b]thienyl, benzofuryl, benzothlazolyl, furyl, imidazo[2,1-b]thiazoiyl, isoxa- 
zolyl, morpholino, morpholinyl, oxazolyl, phenanthro[9,10-d]oxazolyl, piperidyl, pyrazolyl, pyridyl, pyrimidyl, qui- 
nolyl, quinoxalyl, tetrahydrofuryl, thiazolyl, orthienyl; and 
halogen isfluoro, chloro, bromo, oriodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0071] In some embodiments of the present Invention, R 1 is selected from the group consisting of: 

(I) C,. 7 alkyl, and 

C^y alkyl substituted by substituent(s) Independently selected from the group consisting of: 

• C^s alkoxy, 

• C^s alkoxy substituted by carbocyclic aryl, 

• carbocyclic aryloxy, 

• mono-C^s alkylamlno, 

• mono-Ct.5 alkylamlno substituted by substituent(s) independently selected from the group consisting of: 

cyano, and 
•• carbocyclic aryl, 

• di-C^s alkylamino, 

• di-C^s alkylamino substituted by substituent(s) independently selected from the group consisting of: 

cyano, and 
•• carbocyclic aryl, 

• mono-carbocyclic arylamino, 

• di-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by C^ 5 alkyl, 

• di-carbocyclic arylamino substituted by C^. 5 alkyl, 

• carbocyclic arylsulfonylamino, 

• carbocyclic arylsulfonylamino substituted by O,^ alkyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• nitro, 

•• C^g alkyl, 

•• alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• oxo, and 

coo carbocyclic aryl, 

•» C^g alkoxy, 

• heterocyclyi, and 

• heterocyclyi substituted by carbocyclic aryl , 

(ii) C 2 . 7 alkenyl, and 

C 2 . 7 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by C^ 5 alkoxy, 

(iii) cycloalkyl, and 
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C34 cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• Chalky I, and 

• 0^5 alkyi substituted by carbocyclic aryl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• C^g alkyl, 

• Cj.5 alkyl substituted by halogen, 

• (^.5 alkoxy, 

• C^s alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
•• carbocyclic aryl, 

carbocyclic aryl substituted by halogen, 

• C 2 . 5 alkenyloxy, 

• mono-C^g alkyiamino, 

• di-C^g alkyiamino, 

• mono-C^g alkyiamino substituted by cyano, 

• dl-C,. 5 alkyiamino substituted by cyano, 

• C V 5 alkylthlo, and 

• C, . 5 alkylthlo substituted by halogen , 

(v) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C, -5 alkyl, 

• C 1-5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

»• hydroxy, and 
•• carbocyclic aryl, 

• 0^5 alkoxy, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by C M alkoxycarbonyl, 

• C t . 5 alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

" 0^5 alkyl, and 

M Cj.5 alkyl substituted by halogen; 

L is Formula (VII); 

Y is a single bond or -CH 2 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is 1/flndolyl, IH-pyrrolyl, 2,3-dihydro-benzo[1 ,4]dioxinyl, 4-oxo-benzopyranyl, 9AfcarbazoIyl, 
azetidinyl, benzo[1 ,3]dioxolyl, benzo[b]thienyl, furyl, imidazo[2,1-b]thiazolyl, pyrazoiyl, pyridyl, orthienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0072] In some embodiments of the present invention, R 2 is methylamino or dimethylamino; p is 0; R 3 and R 4 are 
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hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutical^ acceptable salt, hydrate, or solvate 
thereof. 

[0073] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(i) C^s alkyl, and 

C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

• mono-C^s alkylamino, 

• mono-C^s alkylamino substituted by cyano, 

• di-C^g alkylamino, 

• di-C t . 5 alkylamino substituted by cyano, 

• mono-carbocycllc arylamino, 

• di-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by C^. s alkyl, 

• di-carbocyclic arylamino substituted by alkyl, 

• carbocyclic arylsulfonylamino, 

• carbocyclic arylsulfonylamino substituted by C,. 5 alkyl, 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by alkoxy, 

(ii) C 2 . 5 alkenyl, and 

C 2 . 5 alkenyl substituted by carbocyclic aryl, 
(Hi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• C^g alkyl, 

• C^g alkoxy, 

• C^s alkoxy substituted by halogen, 

• mono-C V5 alkylamino, and 

• di-C^s alkylamino, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^s alkyl, 

• 0^5 alkyl substituted by carbocyclic aryl, 

• C 1 . 5 alkoxy, 

• C^alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
» C^g alkyl, and 

C^g alkyl substituted by halogen; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is 1 W-indolyl, 4-oxo-benzopyranyl, azetidinyl, benzo[1 ,3]dioxolyl, orpyrazolyl; and 
halogen is fluoro, chloro, bromo, or lodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0074] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(i) 0^5 alkyl, and 

C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 
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mono-C^g alkylamino, 
mono-C^j alkylamino substituted by cyano, 

alkylamino, 
di-C^j alkylamino substituted by cyano, 
mono-carbocycllc arylamino, 
di-carbocyclic arylamino, 
carbocycllc arylsulfonylamino, 

carbocyclic arylsulfonylamino substituted by alkyl, and 

• carbocyclic aryl, 

(ii) C 2 . s alkenyl, and 

C 2 . 5 alkenyl substituted by carbocyclic aryl, 
(Hi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 



C^g alkoxy, and 

C^s alkoxy substituted by halogen, 



(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^s alkyl, 

• C 1 . 5 alkyl substituted by carbocyclic aryl, 

• C^g alkoxy, 

• alkoxycarbonyl, 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by halogen; 

wherein carbocyclic aryl is phenyl; 

heterocyclyl is Itf-indolyl, azetidinyl, orpyrazolyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0075] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

N^cis^-[(2,6-dimethoxyben^ 

NMcis^[(2-ethoxybenzyl)amino^ 

NMcis-4-[(1H-indol^^ 

NMcis-4-[(2,5-dimethox^ 

N2-(cis^-{[(4-methoxy-1^^ 

2,4-diamine; 

N2-(cls^-{[(5-methoxyO 

2,4-diamine; 

4-bromo-2-{[(cis-4-{[4-(dimethylamino 
6-methoxyphenol; 
N 2 -(cis-4-{[(5-bromo-1^ 
2,4-diamine; 

4M[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2^ 
yphenol; 

N 2 Kcis^-[(3-ethoxy-4-methoxyb^ 4 _ di . 
amine; 

N 4 ,N^dimethyl-N2-{cis-4-[({3-[4-(trifluoromethyl)phenyl]-1H^ 
rahydroquinazoline-2,4-diamine; 

N 4 ,N^dimethyl-NHcis-4-[(3 l 4,5-tiimethoxybenzyl)amino]<^dohexyl}^ 
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NW-dimethyl-N^cis^ 
N 2 -{cis-4-[(3,5-dimethoxybenzyl)ami^^^ 
4-{[(cis-4-{[4-(dimethyl 
6-methoxyphenol; 

4-{[(cis-4-{[4-(dimethylamino)-5,67^ 
phenol; 

3-{[(cte^-{[4-(dlme%lamino)^ f 67^ 
4H-chromen-4-one; 

ethyl 4,6<lichloro-3-{[(cis-4-{[4-(dimethyl^^ 

thyl}-1 H-indole-2-cartooxylate; 

N 2 -[cis-4-({[3-(44luorophenyl)-1H-pyr^ 

quinazoline-2,4-dlamine; 

N 4 ,N 4 -dimethyl-N 2 -[4-(pentamethylpheny^ 

3-[{2-[(cis^[4-(dimethylamino^ 

nyl)amlno]propanenltrlle; 

3- [{2-[(cis-4-{[4-(dimethylamino)-5,6 ( 7£^^^ 
propanenitrile; 

N-{0S)-1-benzyl-2-[(cis-4-{[4-(dimethylamlno)-5,67,8-tetrahydroqulna2o^ 

4- methylbenzenesulfonamide; 
N 2 -(cis-4-{[2-(3,5-dimethoxyphenyl)ethygam^ 
2,4-diamine; 

N 2 -[cis-4-({[1-(diphenylmethyl)azetidin^^ 
line-2,4-diamine; 
N 2 -(cis^-{[(2,6-dimethoxybe^ 
amine; 

N 2 -(cis-4-{[(2-ethoxybenzy9amlno]methyl^ 
amine; 

N 2 -(cis-4-{[(1H-indol-3-ylmethyO^ 
amine; 

N 2 -(cis-4-{[(2,5-dimethoxybenzyl)amino]m^^ 
amine; 

N 2 -[cis-4-({[(4-methoxy-1-naphthyl)me^ 
line-2,4-diamine; 
N2^cis^-({[(5-methoxy-1 H-indo 
zoline-2,4-diamine; 

4-bromo-2-({[(cis-4^4-(dimethylamino)-5,6,7^^^ 
thyl)-6-methoxyphenol; 
N 2 -[cis-4-({[(5-bromo-1H-indol-3-yl)m^^ 
line-2,4-diamine; 

N 2 -(cis-4-{[(3-ethoxy-4-methoxybenzyl)amino^ 
2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[({3-[4-(trifIuoromethyi)phenyl]-1H-pyrazoM-yl}methyl)-amino] 

5,6,7,8-tetrahydroquinazoHne-2,4-diamine; 

N 4 N 4 -dimethyl-N 2 -(cis-4-{[(3,4,5-trim^^ 

2,4-diamine; 

N 2 -(cis-4-{[(3,5-dimethoxybenzyl)am^ 
amine; 

4-({[(cis-4{[4-(dimethyleurn^ 
6-methoxyphenol; 
4-({[(cis-4^4-(dimethylamino^ 
2,6-dimethylphenol; 

3- chloro-4-({[(cls-4-{[4-(dim^^^^^ 
thyl)phenol; 

N 2 -[cis-4-({[4-(diethylamino)benzyl]amta^^ 
2,4-diamine; 

N 2 -(cis-4-{[(3,3-diphenylprop-2-en-1-yl)^^ 
2,4-diamine; 

4- {[(cis-4-{[4-(dimethylamino)-5,6 l 7 t 8-tetrahydroquinazolin-2-yl]amino}cycloh 
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2-ethoxyphenol; 

N 2 -{cis-4-[({[4-(dimethy lamino)- 1 -naphthyl]memyl}amino)meth^ 

quinazoline-2,4-diamine; 

N^N^dimethyl-N^cis^-tf^^^ 

2,4-diamine; 

2-bromo-4-chloro-6-({[(cis-4-{[4-^^ 
amfno}methyl)phenol; 

N 2 -{cis-4-([(2,5-diethoxybenzyl)amino]me^^^ 8-tetrahydroquinazoline-2,4-di- 
amine; 

N 2 -(cls-4-{[(2,4-diethoxybenzyl)amino^ 
amine; 

N 2 -(cis-4-{[(3,5-dibromo-2-methoxybenzyl)am^ 
line-2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 -(cls-4-{t(2,4,5-triethoxybenzyl)amjno]methyl}-cyclohexyl)-5 l ^ 
2,4-diamine; 

N 4 N 4 -dimethyl-N 2 -(cis-4-{[(2,4,5-trimet^^ 
2,4-diamine; 

N 2 -fcis-4-({[(7-methoxy-1,3-benzodioxol-5-y0^^^ 
roquinazoiine-2,4-diamine; 
4-({[(cis-4-{[4-(dimethylamino)-5 f 6,7,8-tetra^^ 
2-methylphenol; 

N 2 -(cis-4-{[(4-methoxy-2,5-dimethylben^ 
line-2,4-diamine; 

4-({[(cis-4-{[4-(dimethylaniino)-5,6 I 7 > 8^^^ 

2-fluoro-6-methoxyphenol; 

N 4 N 4 -dimethyl-N 2 -[cis-4-({([(1-ph^ 

rahydroquinazoline-2,4-diamine; 

N 2 -{cis-4-[({[1-(4-chlorophenyl)-5-propyl-1^ 

5,6,7,8-tetrahydroquinazoline-2,4-diamine; 

N 2 -{cis^-[2-(4-bromo-2-trifluorometho^ 

quinazoline-2,4-diamine; 

N 2 -{cis-4-[2-(4-bromo-2-trif!uoromethoxy-p^ 

line-2,4-diamine; 

N 2 -{cis-4-[(4-bromo-2-trifluoromethoxy-benzy0 
line-2,4-diamine; 

N 2 ^c!s-4-[(4-bromo-2-trifluorometto 

quinazoline-2,4-diamine; 

N 4 N 4 -dimethyl-N 2 -{cis-4-[(2-trifluoro^ 

2,4-diamine; and 

N 4 HTiethyl-NMcis-4-[(2-trifl 

2,4-diamine; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0076] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

N 2 -(cis-4-{[(5-methoxy^ 
2,4-diamine; 

ethyl 4,6-dichloro-3-{[(cis-4-^ 
thyl}-1 H-indole-2-carboxylate; 
N 2 -[cis-4-({[3-(4-fluorophenyl)-1^ 
quinazoline-2,4-diamine; 

3- [{2-[(cfs-4^[4-(dimethylam^ 
propanenitrile; 

N^1S)-1 -benzyl-2-[(cis-4^ 

4- methylbenzenesulfonamide; 
N 2 -[cis^-({[1-(diphenylmethyl)azetidin^^^ 
line-2,4-diamine; 
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N 2 -(cis^-{[(2,6-dimethoxybenzyl)am^ 
amine; 

N 2 lcls^-({[(5-methoxy-1 H-indo^ 
zoline-2,4-diamlne; 
N 2 ^cis^-(fl(5-bromo-1 H-lndoN 
line-2,4-diamine; 

N 2 -(cis-4^(3-ethoxy-4-methoxybenzyl)amlno^ 
2,4-diamine; 

4-({[(cis-4-{[4-(dimethylamino)-5,6,7,8-teta^ 
do-6-methoxyphenol; 
N 2 -(cis-4-{[(3,3-diphenylprop-2-en-^ 
2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[(2 l 4,6-trimethoxybenzyl)amino]me%l}-cyclohexyl)^ 
2,4-diamine; 

N 2 -(cis-4-{[(2,5-diethoxybenzy0amino] 
amine; 

N 2 -(cis-4-{[(2,4-diethoxybenzyl)amino^^^^ 
amine; 

N 2 -(cis-4-{[(3,5«dibromo-2-methoxybenzyl)^ 
line-2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[(2 ) 4 ( 5-triethoxybenzyl)amino]methyl}-<^clohexyl)-5,67 l 8-te^^ 
2,4-diamine; 

N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[(2 1 4 l 5-trimethoxybenzyl)amino]me%l}-cyclohexyl)-5,67 
2,4-diamine; 

N^N'-dimethyl-N^tcis^-ffl^ 

rahydroquinazoline-2,4-diamine; 

N 2 -{cis-4-[({[l-(4^hlorophenyl)-5-propyl-1H^^^ 

5,6 l 7,8-tetrahydroquinazoline-2,4-diamine; 

N 2 ^cis^-[2-(4-bromo-2-trifluoromethoxy-phe^^^ 

quinazoline-2,4-diamine; 

N 2 -{cis-4-[(4-bromo-2-trifluoromethoxy-benzy^^ 

line-2,4-diamine; 

N 2 -{cis-4-[(4-bromo-2-trifiuoromethoxy-benzyl)amino-methyl]-cyclohexyi)-N 4 N 4 -dimethyl-5 l 6 1 7,B 
quinazoline-2,4-diamine; and 

N 4 I N 4 -dimethyi-N 2 -{cis-4-[(2-trifluoromethoxy-benzyl)amino-methyi]-cyclohexyl}-5,6 ( 7,8^^^ 
2,4-diamine; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0077] In some embodiments of the present invention, R«, is selected from the group consisting of: 

(i) C 1a5 alkyl, and 

C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• C^a alkoxy, 

• C^g alkoxy substituted by carbocyclic aryl, 

• C 1-5 alkylcarbonyloxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by nitro, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by C us alkyl, 

• mono-C^ alkylaminocarbonyl, 

• di-C^ alkylaminocarbonyl, 

• carbocyclic arylcarbonylamino, 

• C^s alkylthio, 

• c i-5 alkyfthio substituted by substituent(s) independently selected from the group consisting of: 
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carbocyclic aryl, and 

•• carbocyclic aryl substituted by substituent(s) Independently selected from the group consisting of: 

— halogen, and 
••• (^.5 alkoxy, 

• carbocyclic arylthlo, 

• heterocyclylthio, 

• heterocyclytthic substituted by alkyl, 

• C 3 ^ cycloalkyl, 

• C 3 ^ cycloalkenyl, 

• carbocyclyl, 

• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
•• alkyl, 

•• C^g alkoxy, 

•• C 2 . 5 alkenyl, and 

•• C 2 _ 5 alkenyl substituted by substltuent(s) independently selected from the group consisting of: 

••• carbocyclic aryl, and 

carbocyclic aryl substituted by C 1aS aikylsulfinyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• hydroxy, 
nitro, 

- C^g alkyl, 

•• C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• 0X0, 

••♦ carbocyclic aryl, and 
••• heterocyclyl, 

•• C^g aikoxy, 

C-t.5 alkoxy substituted by halogen, 

C 1a 5 alkoxy substituted by carbocyclic aryl, 
•• carbocyclic aryloxy, 

mono-carbocyclic arylaminocarbonyl, 
•• mono-carbocyclic arylaminocarbonyl substituted by halogen, 
•• di-carbocyclic arylaminocarbonyl, 
•• di-carbocyclic arylaminocarbonyl substituted by halogen, 
» carbocyclic aryl, and 
•• heterocyclyl, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

~ alkyl, 

•• C^s alkoxy, 

•• C^g alkoxy substituted by carbocyclic aryl, 

— carbocyclic aryl, and 

•• carbocyclic aryl substituted by halogen, 

(ii) C 2 .s alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
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• carbocyclic aryl, 

• carbocyclic aryl substituted by substttuent(s) independently selected from the group consisting of: 

halogen, and 
•• nitro, 

(ill) C3. 6 cycloalkyl, and 

C M cycloalkyl substituted by substltuent(s) independently selected from the group consisting of: 

• C^g alkyl, 

• C V5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

oxo, and 
•• carbocyclic aryl, 

• carbocyclie aryl, 

(iv) carbocyclyl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• nitro, 

• C^g alkyl, 

• C,. 5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 

•• 0X0, 

•• carbocyclic aryloxy, 

•• carbocyclic aryl, and 

•• carbocyclic aryl substituted by C^ 5 alkyl, 

• C,. s alkoxy, 

• C^s alkoxy substituted by substituent(s) Independently selected from the group consisting of: 

•* halogen, and 
•• carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C^ 5 alkoxy, 

• mono-C^s alkylaminocarbonyl, 

• di-C-,.5 alkylaminocarbonyl, 

• mono-C^s alkylaminocarbonyl substituted by carbocyclic aryl, 

• di-C^g alkylaminocarbonyl substituted by carbocyclic aryl, 

• amino, 

• mono-C^g alkylamino, 

• di-C V5 alkylamino, 

• C 2 . 5 alkynylcarbonylamino, 

• C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 

• (carbocyclic aryl)NHC(0)NH. 

• (carbocyclic aryl)NHC(0)NH substituted by C,,^ alkoxy, 

• (carbocyclic aryl)NHC(0)NH substituted by haloganated C t . 5 alkoxy, 

• alkylthio, 

• 0^5 alkylthio substituted by halogen, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by cyano, 
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• mono-C^s alkylaminosulfonyl, 

• di-Cj.g alkylaminosulfonyl, 

• carbocyclic aryl, 

• heterocyclyl, 

• heterocyclyl substituted by substltuent(s) independently selected from the group consisting of: 



•• C^g alkyl, 
•• carbocyclic aryl, and 
*• halogenated carbocyclic aryl, 

(vi) heterocyclyl, and 

heterocyclyl substituted by substftuent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• alkyl, 

• C 1-5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
C 1-5 alkylthio, 

C^g alkylthio substituted by carbocyclic aryl, 
~ C^g alkylthio substituted by halogenated carbocyclic aryl, 

carbocyclic aryl, 
•• carbocyclic aryl substituted by halogen, and 
heterocyclyl, 

C-i.5 alkoxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by C V5 alkyl, 
C^g alkylthio, 
C 2 . 5 alkenylthio, 
carbocyclic arytthio, 
0^5 alkylsulfonyt, 
carbocyclic arylsulfonyl, 

carbocyclic arylsulfonyl substituted by alkyl, 
carbocyclic aryl, 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

» halogen, 
nitro, and 
•• C 1-5 alkyl, 

• heterocyclyl; 

Lis Formula (VII); 

Y is -C(0)-; wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 

carbocyclyl is 1,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-oxo-9Affluorenyl, orindenyl; 

heterocyclyl is 1 ,2,3-triazolyl, 1H-indolyl, 1H-pyrrolyl, 2,3-dihydro-1 -oxo-isoindolyl, 2,4-dihydro-3-oxo-pyra- 
zolyl, 2Afbenzopyranyl, 2-oxo-benzopyranyl, 4-oxo-1 ,5,6,7-tetrahydro-indolyl, 9H-xanthenyl, benzo[1 ,3]dioxolyl, 
benzo[2,2,3]oxadiazolyl, benzo[1 ,2,5]oxadiazolyl, benzo[b]thienyl, benzofuryl, benzothiazolyl, furyl, isoxazolyl, 
morpholino, pyrazolyl, pyridyl, pyrimidyl, quinolyl, quinoxalyl, thiazolyl, orthienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0078] In some embodiments of the present invention, R 2 is methytamino or dimethylamino; p is 0; R 3 and R 4 are 
hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutical^ acceptable salt, hydrate, or solvate 
thereof. 

[0079] In some embodiments of the present invention, R 1 is selected from the group consisting of: 
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(OC^s alkyl, and 

alkyl substituted by substltuent(s) Independently selected from the group consisting of: 

• oxo, 

• C^s alkoxy, 

• C 1>s alkoxy substituted by carbocycllc aryl, 

• C^g alkylcartonyloxy, 

• carbocycllc aryloxy, 

• carbocycllc aryloxy substituted by halogen, 

• mono-Cf.5 alkylaminocarbonyl, 

• di-C^g alkylaminocarbonyl, 

• carbocycllc arylcarbonylamlno, 

• C^s alkylthlo, 

• C^s alkylthlo substituted by substituent(s) independently selected from the group consisting of: 

•• carbocyclic aryl, and 

carbocycllc aryl substituted by halogen, 

• heterocyclyfthio, 

• heterocyclyfthio substituted by C^ 5 alkyl, 

• C 3 ^ cycloalkyl, 

• carbocyclyl, 

• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
- C^s alkyl, 
•• C 2 . 5 alkenyl, and 

•• C 2 _ 5 alkenyl substituted by substltuent(s) independently selected from the group consisting of: 
••• carbocyclic aryl, and 

••• carbocycllc aryl substituted by C M alkylsulflnyl, 

• carbocyclic aryl, 

• carbocycllc aryl substituted by substituent(s) independently selected from the group consisting of: 

»• halogen, 
•• hydroxy, 
•• nitro, 
C M alkyl, 

C 1-5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• oxo, and 
— heterocyclyl, 

C M alkoxy, 
•• carbocyclic aryloxy, 
•• carbocyclic aryl, and 
•• heterocyclyl, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

»• C t . 5 alkyl, 
•• C 1 . 5 alkoxy, and 
carbocyclic aryl, 

(ii) C 2 . 5 alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
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• carbocyclic aryl, and 

• carbocyclic aryl substituted by nitro, 

(Hi) cycloalkyl, and 

C M cycloalkyl substituted by carbocyclic aryl, 

(iv) carbocyclyl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• nitro, 

• C 1a5 alkyl, 

• C^s alky) substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
oxo, and 
•• carbocyclic aryl, 

• alkoxy, 

• C 1-5 alkoxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
•• carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C,. s alkoxy, 

• mono-C.,.5 alkylaminocarbonyl, 

• di-C^g alkylaminocarbonyl, 

• mono-C^g alkylaminocarbonyl substituted by carbocyclic aryl, 

• di-C,. 5 alkylaminocarbonyl substituted by carbocyclic aryl, 

• mono-C^s atkylamino, 

• di-C,. 5 alkylamino, 

• C 2 . 5 alkynylcarbonylamino, 

• C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 

• (carbocyclic aryi)NHC(0)NH, 

• (carbocyclic aryl)NHC(0)NH substituted by C^g alkoxy, and 

• (carbocyclic aryi)NHC(0)NH substituted by haloganated C^ 5 alkoxy, 

(vi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C^alkyl, 

• C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
- Cj.5 alkytthio, 

•• C^s alkylthio substituted by carbocyclic aryl, 

•• C^j alkylthio substituted by halogenated carbocyclic aryl, 

•• carbocyclic aryl, and 

•• heterocyclyl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C^. s alkyl, 

• C^s alkylthio, 
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• carbocyclic aryl, 

• cartocyclic aryl substituted by substltuent(s) independently selected from the group consisting of: 

•• halogen, 
•• nitro, and 
•• C,^ alkyl, 

• heterocyclyl; 

wherein carbocyclic aryl is phenyl; 
carbocyclyl is 1-oxo-indanyl or indenyl; 

heterocyclyl is 1 ,2,3-triazolyl, 1 H-indolyl, 1 H-pyrrolyl, 2,3-dihydro-1-oxo-lsoindolyl, 2-oxo-benzopyranyl, ben- 
zo[2,1 ,3]oxadiazotyl, benzo[1 ,2,5]oxadiazo!yl, furyl, isoxazolyl, morpholino, pyrazolyl, pyridyl, pyrimidyl, quinolyl, 
quinoxatyl, thiazolyl, orthienyl; 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0080] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(i) C^s alkyl, and 

C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• C<,. 5 alkylcarbonyloxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• mono-C^s alkylaminocarbonyl, 

• di-C 1 . 5 alkylaminocarbonyl, 

• carbocyclic arylcarbonylamino, 

• carbocyclyl, 

• carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

- C._5 alkyl, 

— 0^5 alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
••• carbocyclic aryl, and 

••• carbocyclic aryl substituted by C^. s alkylsulfinyi, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• hydroxy, 

nitro, 
•• C^s alkyl, and 

C V5 alkoxy, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

C 1 . 5 alkyl, 
•• C^g alkoxy, and 
carbocyclic aryl, 

(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 
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• halogen, 

• hydroxy, 

• cyano, 

• nitro, 

• C^s alkyl, 

• C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 
•• halogen, and 

•• 0X0, 

• C.,^ alkoxy, 

• C 1 . 5 alkoxy substituted by carbocycllc aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C V5 alkoxy, 

• mono-C^s alkylaminocarbonyl, 

• di-C^s alkylaminocarbonyl, 

• mono-C^.5 alkylaminocarbonyl substituted by carbocyclic aryl, 

• di-C^s alkylaminocarbonyl substituted by carbocyclic aryl, 

• C 2 . 5 alkynylcarbonylamino, 

• C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 

• (carbocyclic aryl)NHC(0)NH, 

• (carbocyclic aryl)NHC(0)NH substituted by C^g alkoxy, and 

• (carbocyclic aryl)NHC(0)NH substituted by haloganated alkoxy, 

(iii) heterocyciyl, and 

heterocyciyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C^s alkyl, 

• C^s alkyl substituted by halogen, 

• a,. 5 alkyl substituted by heterocyciyl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C A _ 5 alkyl, 

• C V5 alkyithio, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by halogen, and 

• carbocyclic aryl substituted by nitro; 

wherein carbocyclic aryl is phenyl; 
carbocyclyl is indenyl; 

heterocyciyl is 1H-indolyl, 1 Afpyrrolyl, 2-oxo-benzopyranyl, benzo[2,1,3]oxadiazolyl, benzo[1 ,2,5]oxadla- 
zolyl, furyl, isoxazolyi, morpholino, pyridyl, quinoxalyl, orthienyl; and 
halogen is fiuoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0081] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

N-(cis-4-{[4-(dimethylamino)-5,6,7,^ 

3- bromo-N-(cis-4^[4-(dimethylamino)^^ 

4- bromo-N-(cis-4^[4-(dimethylamm^^ 
N-(cis-4-fl4-(dimethylamino)-5,6,7,8^ 
boxamide; 

3<hloro-N-(cis^4[4-(dimethylamino^^ 
4^hloro-N-(cis^[4-(dimethylamino)^ 

4-chloro-N-(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino}-cyclo 
2-(4^hlorophenyl)-N-(cis^-{[4-(dimethylam^ 
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3^ano-N-(cis4-{[4-(dimethy^^ 
3,5-dtehloro-N-(cis-4^[4-(dto 

3.4- dlchloro-N-(cis-4^4-(dime^ 
N-(cis^-{[4-(dimethylamino)-5,67,8^^ 
N-(cis-4-fl4-(dimethylamino)^ 
N-(cis-4-{[4-(dimethylamino)-5£^ 
N-tcls^-^dlmethylaminoJ-S.e.Z.e^^ 
N-(cis«4-{[4-(dimethylamino)-5£^ 
benzamide; 

N-(cis-4-ff4-(dimethylamino)^ 

N-(cis-4-{[4-(dimethylaminoV^^ 

N-fcis^^-idimethylaminoi-S.ej^ 

(2R)-N-(cis^-{[4-(dimethylamino)-5,67 l 8-tetrahydroquinazolin-2-yl]am 
carboxamide; 

N-(cis-4-ff4-(dimethylamino^ 
N-jcis^-^-fdimethylaminoJ-S.e^S-teto^ 
N-(cis-4-{[4-(dimethylamino)-5A7,8-tet^^ 
N-(cis-4-{t4-(dimethylamino)-5,^^ 

N-(cls-4-ff4-(dimethyIamino)-5,6J l 84etrahydroquinazolin-2-y0amino}^clohe^ 
mide; 

4- bromo-N-(cis^[4-(dimethyla^ 
N-(cis-4-{[4-(dimethylamino)-5A7,8^ 

2^hloro-N-(cis^[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]amino^ 

N-(cis-4H[4-(dimethylamino)-5,6J,8-te^ 

mide; 

N-(cte-4-ff4-(dimethylamino)-5,67 

N-icis^-^-idimethylaminoJ-S.ey.S-tetrahydroquinazolin^-yljamin 
mide; 

N-(cis-4-{[4-(dlmethylamino)-5,67,8-te^^ 
3-furamide; 

N-(cis-4-{[4-(dimethylamino)-5,67^ 
3^hloro-N-(cis^[4-(dimethylam^ 

N-fcis^-^-tdimethylaminoJ-S.B.Z.S-tetrahydroquinazolin^-yllam 

N-fcis^-^dimethylamino^S^.S-tetraty^ 

N-icis^-^-ldimethylaminoi-S.e^ 

mide; 

N-tcis^-^-JdimethylaminoJ-S.SJ.S-teto^ 

2.5- dichloro-N-(cis-44[4-(dimethylam^ 
boxamide; 

N.( C j S -4-{[4-(dj m Qthylami 

1- benzyl-3«tert-butyl-N-(cis^^ 
zole-5-carboxamide; 

5- bromo-N-(cis-4^[4-(dimethylamino)-5,67^ 

2- [(cis^-{[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl]a^ 
acetate; 

N-(cis-4-{[4-(dimethylamino)-5 f 67,^ 
2-(benzyloxy)-N-(cis^-{[4-(dimethylamino)-5,^^ 

2- (4<:hlorophenoxy)-N-(cis-4-{[4-(dime%^ 
mide; 

3- (2<hlorophenyl)-N-(cis^-{[4-(dim^ 
isoxazole-4-carboxamide; 
1-(4«:hlorophenyl)-N-(cis^-{[4-(dimethy^ 
tanecarboxamide; 

3-(2<hloro-6-fluorophenyl)-N-(cis-4-{^ 
5-methylisoxazole-4-carboxamide; 
N-(cis-4-{[4-(dimethylamino)-5,67,8-tetra^ 
5-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,67 I 8-tetrahydroquinazolin-2-yl]amino}^cloh 
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N-(cis^-{[4-(dimethylam^^ 
benzamide; 

N-(cis^-{[4-(dimethylamino)^ 

1 ,2,3-triazole-4-carboxamide; 

N-(cis^-{[4-(dimethylamino)^^^ 

trobenzamide; 

N-(cis^-{[4-(dlmethylam^ 

N-(cis^4-(dimethylamino)-5A7^^ 

N-(cis^4-(dimethylaminota 

N-(cis-4-{[4-(dimethylami™^ 

2- (3<:hlorophenoxy)-N-(cis-4-{[4-^ 
mide; 

3- (2,6-dichlorophenyl)-N-(cis^[4^ 
5-methylisoxazole-4-carboxamide; 

N-(cte^{[4-(dimethylamino)-5A 
N-(cis-4-fl4-(dimethylamino)^^^ 

mide; 

N-(cis^-{[4-(dimethylamino)-5,^ 

4- carboxamlde; 

5- bromo-N-(cis-4-{[4-(dimethyiamino)^ 
mide; 

N-(cis-4-{[4-(dimethylamino)^ 
mide; 

2-(2K:hloro^-fluorophenyl)-N-(cis^^ 
acetamide; 

5-(4*hloro-2-nltrophenyl)-N-(c^ 
2-furamide; 

5^hloro-N-(cis^[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)m 
mide; 

N-(cis-4-{[4-(dimethylamino)-5,67^ 

N-(cis-4-{[4-(dimethylamino^^ 

mide; 

N-(cis-4-{[4-(dimethylamino)-5^ 
N-(cte^ff4-(dimethylamino)-5£ 

N-(cis^{[4-(dimethylamlno)^ H-in- 

dol-3-yl)acetamlde; 

N-(cte^4-(dlmethylam^ 

2-benzyl-N-(cis^-{[4-(dimethylami^ 

2 l 2-bi8(4-chlorophenyl)-N-(cl8-4^4-(dimethylamino)-5,67 > 8-tetrahydroquin 
mide; 

N-(cis-4-{[4-(dimethylamino^^ 

2- furamide; 

N-(cis-4-{[4-(dimethylamlno)^ 
ide; 

N-(cis^[4-(dlmethylamino^^ 
N-(cis-4-{[4-(dimethylamino^ 

3- acetyl-N-(cis^-{[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl]amin 
5-bromo-N-(cis-4-{[4-(dimethylam^^ 
N-(cis-4-{[4-(dimethylamino)-5A 

thiojacetamide; 

5-(4<:hlorophenyO-N-(cis^4[4-(dimethyl^^ 
mide; 

2-(3,4-dtehlorophenyl)-N-(cis^[4^ 
mide; 

N-(cls^-{[4-(dimethylamino)-5,67 I 8-tetrahydroquinazolin-2-y0amino}<7clohex^ 
phenyl)acetamide; 

4,5-dibromo-N-(cis-M[4-(dimethyl^ 
boxamide; 
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N 2 ,N 6 -dibenzoyl-N«(c^^ 

3- (dimethylamino)-N-(cls-4-{[4-(d^^ 
4,5-dibromo-N-(cis-4^4-(dimethy^^ 
N-(cte^-{[4-(dimethy^ 
tanamide; 

N-(cte^4-(dimethylamM 
panamide; 

N-(cls^<[4-(dlmethylamI^ 

isoindol-2-yl)phenyl]propanamide; 

N-(cis-4-{[4-(dlmethylami^ 

N-(cis^-{[4-(dimethylamino)-5,67^ 

chromen-4-yl)acetamide; 

N-(cis-4-{[4-(dimethylam^ 

nylbutan amide; 

N-(cte^-fl4-(dimethylamino^^ 
omethoxy)phenyl]amino}cart)onyl)amino]-benzamide; 
3,5-dichloro-N-(cis-4^4-(d^^ 
2-ynoyl)amlno]benzamide; 

4- (4-tert-butylphenyl)-N-(cis-4^[4-(dim^^ 
2-(7-ethyl-1H-indol-3-yl)-4-oxobutenamide; 
N-(cls-4-{[4-(dimethylamino)-5£^ 
4-(4-methylphenyl)-4-oxobutanamide; 
N-(cis-4-{[4-(dimethylamlnoV^^ 
propyl)-5-phenyl-1H-pyrrole-3-carboxamide; 
N-(cte^-fl4-(dimethylamino)^ 
N-fcis^-WdimethylaminoVS.ej.S-to^ 
mide; 

N-(cis-4-{[4-(dimethylamino)-5^ 
mide; 

N-(cis-4-{[4-(dimethylamino)-5 l 67 l 84etrahydroquinazolin-2-yl]amino}^clohexyl)-2-(2i)^ 
acetamide; 

N 2 4)enzoyl-N 5 -(cls^-{[4-(dimethylamino)-5 t 67.84etrahydroquinazolin-2-yl]amin 
pytglutamamide; 

N-(cl8-4H[4-(dimethylamino)-5 I 67 l 8-tetrahydroquinazolln-2-y0amin^^ 

N-(cis-4-tf4-(dimethylam^ 

cetamide; 

N'-fcis^-^dimethylaminoJ-S.SJ.e-tett^^ 
phthalamide; 

(2S)-N-(cis^[4-(dimethylamino)-5 l 67 l 8-tetrahydroquinazolin-2-yl]amino}^ 
propanamide; 

2- [(4^hlombenzyl)thio]-N-(cis-4^4^^ 
4-(4-methylphenyl)-4-oxobutanamide; 
N-(cis-4-{[4-(dimethyI^^ 

1 -[4-(methylsulfonyl)benzylidene]-1 H-inden-3-yl]acetamide; 

N-(cis-4^4-(dimethylamino)-5,67,8-te^ 

nyl]propanamlde; 

3- (benzyloxy)-N-(cis^-{[4-(dimethylamino)-5 > 67,8«tetrahydroquinazolin^ 
zamide; 

N-(cis-4-{[4-(dimethylamlno)-5£^ 
role-3-carboxamide; 

1-{2^(2-chloro-6-fluorobenzyl)thio]ethyl}-N-(cis-4-{[4-(dimethy!am^ 

cyclohexyf)-2-methyl-5-phenyl-1H-pyrrole-3-carboxamide; 

N-(cis^4-(dlnwthylamlno)-5 l ^ 

N-(cis-4^4-(dimethylamino)-5,673^ 

mide; 

N-(cis-4-{[4-(dlmethylamlno^ 

N-(cis^-{[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl]amin 
ide; 
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N-(cis-4-{[4-(dimethylamino)-5,6^ 
2-carboxamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrah^ 

N-(ds^4-(dlmathy^ 

mide; 

5-chloro-N-(cis^[4-(dimethylamino)-5,6^ 
mid©' 

3.bromo-N-[(cis-4^[4-(dimethylamino)-5^ 
N-[(cis-44[4-(dime%lamlno)-5,673-tetrahydroquinMolln-2-yl]am^ 

mide; 

Nl(cte^[4-(dlme*ylamlno)^£ 
acetamide; 

N-[(cis^[4^dimethylamino^ 
omethyl)-3-furamide; 

(2E)-N-[(cls-4-{[4-(dimethylamino)-5 l 67,84etrahydroquinazolin-2-yl]am 
aery lam ide; 

N-[(cis-4-{[4-(dimethylamino)-5,6 ( 7,8-teta^ 
z amide; 

N^(cis^[4-(dimethylamino)-5 p 67,8-tetrahydroquinazolln-2-yl]amin 
namide; 

2,6-dk:hloro-N-[(cis-4^[4-(dimethyl^^ 
mide; 

N-[(cis-44[4-(dimethylamino)-5,6,7,8-teta^ 
mide; 

2- chloro-N-[(cis4-{[4-(dimethylamino^ 
zamide; 

2,4,6-trichloro-N-[(cis^[4-(dim^^ 
mide; 

N-[(cis-44[4-(dimethylamino)-5,6,7,8-tete^ 
nyl)acetamide; 

(2E)-Nflcls^[4-(dimethytamlno)-5A 
acrylamide; and 

N-[cis-4-(4-dimethylamino-5,6,7,8-tet^ 

or a phamnaceutically acceptable salt, hydrate, or solvate thereof. 
[0082] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

N-(cte-4-fl4-(dimettylamto 

3- bromo-N-(cis-4^4-(dimethylam^ 
N-(cis-4-fl4-(dimethylam^ 
boxamide; 

3K:hloro-N-(cis^^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino^cyclohexyl)benzamide; 

4- chloro-N-(cis-4-{[4-(dlmethylam^ 

4-chloro-N-(c!s^[4-(dimetW 

2- (4^hlorophenyl)-N-(cis-4-{[4-(dimethylam^ 

3- cyano-N-(cis4-{[4-(dimethylam^ 
3,5-dichloro-N-(cis-4H[4-(dimethy^ 

3|4-dichloro-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amin 

N-(d8^4-(dimethylamino)^ ( 67,8-tetrahydroquinazolln-2-y 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8^^ 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-teto^ 

N-(cis-4K[4-(dimethylamino)-5,6,7,8-te^^ 

N-(cis-4-{[4-(dimethylamino)-5,6,7,84etra^^ 

benzamide; 

N-(cte^-{[4-(dlmethylamino)-5 l 87 I 8-tetrahydroqulnazolln-2-yflamlno}^ 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-te^^ 

N-(cte-4-{[4-(dimethylamino)-5 I 67 l 84etrahydroquinazolin-2-yl]am^ 
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N-(c*^4-(d!mBthylam^ 
N-(cls^-{t4-(dlmethylamlno)-5,67,84etra^ 

N-fcis^-rA-fdimethylaminoJ-S.SJ.B-tetrahydroquinazolin-a-yllaminoJ^clohexyO-a-lodobenzamide; 
N-cis^M[4-(dimethylamino)^,673-tetrahydroquinazolln-2-yllamino^ 
N-(cis^-{T4-(dimethylamlno)-5,6J>tetraM^ 
3 4loro-N-(cis^[4-(dimethylamino)-5,67^^^ 

N-(ci8^4-(dlmethylamlno)^,67 l 8-tetrBhydroqulna2olln-2-yflamlno)^lohexyD 
N-(cis^4-(dimethylamino)-5,67.8-tetrahydroquinazolin-2-yl)amino}^clohexyl)-3.5-b 

N-5U^4-(dlm^ 

2idtehloro-N-(cte^[4-(dimethylamino)*^ 

2- [(cis^[4-(dimethylamino)-5,67,8-tetrahydro^^ 

©C©t©t©' 

3- (2^hloro^-fluorophenyl)-N-(cis^{[4.(dlmethylamino)-5,67.8-tetrahyd 
5-methylisoxazole-4-carboxamide; 

N-(cis-4-{r4-(dimethylamino)-5 > 67,84etrahydroquinazolin-2-yl]amino}-cyclohexy0-3-fluorobenzamide; 
N-(ci8^-{[4-(dimethylamino)-5373-te^^ 

N^iHwdimc^ 
N°( C ST4-(dVnethylamino)^ 

N-ci8-4-fl4-(dimethylamlno)-5.67,8^ u 
N-(cis-4-{r4-(dimethylamino)-5A7,84e^^ 

N-cis-4-S4-dlmethylamino)-5,67,8-tet ra hydroquina Z olin-2-ynamlno}^clohexyl)-3-(trifluoromet 

2- (3«hlorophenoxy)-N-(cis-4-«4-(d^ 
mid©* 

3- (2,6-dichlorophenyl}-N-(cis-4^4-(dimetty 
5-methylisoxazole-4-cartooxamide; 
N-(cls^4-(d!methylamino)*,6J,8^^^ 
mid©* 

2- (2<hloro^fluorophenyl)-N-(cis^^ 
acstamid©' 

5-(4«hloro-2-nitrophenyl)-N-(ci8-4W 

5ih3 ld N-(ci3^[4-(dimethylamino)-5,67,84etrahydroquinazolin 

N-Ss-4-ff4-(dimetW^ 
2i-bis(4*htorophenyl)-N-(cis-4^4-(dime% 

mid©' 

N-(cis-4-p-(dimethylamino)-5.6J,8-tetrahydroquinazolin-2-yl]amino}^clohexyl)-5-nitrothiophene^ 
id©' 

N-(cis-4-{r4-(dimethylamino)-5,67.8-tetrahydroquinazolin-2-yl]amino}^lohexy0-3-methyl-4-ntt^^ 
N-cis^4-(dimBthy1amino)-S 1 67.8-tetrahydroquinazolin-2-yl]amino}^lohexyO-3-m 

3- acetyl-N-(cls^{[4-(dlmethylamlno)-5,67,8-tetrahydroquinazolin-2-yl]amlno}^clohe)(yl)benzamide 
5-bromo-N-(cis^[4-(dimethylamino)-5,673-tetrahydroquinazolin-2-yl]amino}-cyclohexyl)-2-furam 
5-(4<hlorophenyO-N-(cis^-{[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl]-amino}<yclohexyl) 

2-(3%dichlorophenyl)-N-(cis-4^4-(dime%lamino)-5,673-tetrah^ 

N-(ds-4-p-(dimethylamino)-5A7,8-teto^^ 

phenyl)acetamide; , , . . 

4S-dibromo-N-(cis^[4-(dimethylamino)-S.67,84etrahydroquinazolin-2-yl]amino}^clohe)<yl)-2-furamide; 

N-(cl8-4-{[4-(dlmethylamino)-5,67,8-tetrahydroquinazolin-2-yl]amino}^clohexyl)-2-(1H-indol-3^ 
N-(cis-4-tt4-(dimethylamino)-53J,8-tetrahydroq^ 
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omethoxy)phenyl] amino}carbonyl)amino]-benzamide; 

3,5-dichloroWSl-(cis^[4-(dime%lami^^^ 

2-ynoyl)amino]benzamide; 

4- (44ert-butylphenyl)-N-(cis-4M[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-^ 

2- (7-ethyl-1H-indol-3-yl)-4-oxobutanamide; 
N-(cis^4-(dimethylamino)-5,6,7,8-te^^ 
propy[)-5-phenyMH-pyrrole-3-carboxamlde; 
N-(ds^4-(dimethylamino)-5,6,7,8-tetrahydro^^ 
N-(cis^-{[4-(dimethylamino)-5^ 

acetamide; 

N 2 4Denzoyl-N 5 -(cls-4-{[4-(dimethylamino)-5,67,8-totrahydroquina20lin-2-yl)amm 
pylgtutamamide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8^^ 

N'-(cis^-{[4-(dimethylamm^^^ S)-1-phenylethyl] 
phthalamide; 

N-(cis^-{[4-(dimethylamino)-5,6,7,84eto^ 

1 - [4-(methylsulfinyl)benzylidene]-1 H-inden-3-yl}acetamide; 

3- (benzyloxy)-N-(cis^-{[4^ 
zamide; 

N-(cis^-{[4-(dimethylamino)-5,6,7,84etrahydro^ 

N-(cis^4-(dimethylamino)-5,6,7,8^^ 

ide; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-teto^ 

2- carboxamide; 

5- chloro-N-(cis^[4-(dimethylamlno)-5,6,7,84etra^ 
mide; 

N4(cis-4^4-(dimethylamino)-5,6,7,8-tetrahydroqum^ 
mide; 

N-[(cis-4^[4-(dimethylamino)-5,67,84etrahydroqum^ 
acetamide; 

N-[(cis-4^4-(dimethylamino)-5,6,7,8-tetrahydro^^ 
omethyl)-3-furamide; 

N-[(cis^[4-(dimethylamino)-5,6,7,8-tetrahydro^^ 
namide; and 

2,4,64richloro-N-[(cis^[4-(dimethylaminoV^^ 
mide; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0083] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(I) C^g alkyl, and 

C V5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• C-,.5 alkoxy carbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

» halogen, 

C U5 alkyl, 

C 2 . 5 alkenyl, and 
•• C V5 alkoxy, 

• C V5 alkylthio, and 

• heterocydyl, 

(») C3-6 cycloalkyi, and 

C3.6 cycloalkyi substituted by carbocyclic aryl, 
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(Hi) carbocyclyl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C^g alkyl, 

• 0^5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

— halogen, 
•• oxo, and 
•• carbocyclic aryl, 

• 0^5 alkoxy carbonyl, 

• alkoxy, 

• C^y alkoxy substituted by substituent(s) independently selected from the group consisting of: 

~ halogen, and 
•• carbocyclic aryl, 

9 c 3-6 cycloalkoxy, 

• carbocyclic aryloxy, 

• mono-C^g alkylamino, 

• di-Cj.g alkylamino, 

• alkylthlo, 

• C A _ 5 alkylthlo substituted by halogen, and 

• carbocyclic aryl, 

(v) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^s alkyl, 

• C^s alkyl substituted by halogen, 

• 0^5 alkoxy carbonyl 

• 0^5 alkoxy carbonyl substituted by carbocyclic aryl, and 

• carbocyclic aryl; 

L is Formula (VII); 
Yis -C(0)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is indanyl, adamantly, or 9H-f!uorenyl; 

heterocyclyl is 2,3-dihydro-benzo[1 ,4]dioxinyl, 3,4-dihydro-2Af benzo[b][1,4]dioxepinyl, 4Afbenzo[1 ,3]dioxi- 
nyl, benzo[1 ,3]dioxolyl, furyl, isoxazolyl, piperidyl, pyridyl, orthienyl; 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0084] In some embodiments of the present invention, R 2 is methylamino or dimethylamino; p is 0; R 3 and R 4 are 
hydrogen; A is a single bond; B is a single bond or -CH 2 - R 5 is hydrogen; or a pharmaceutical^ acceptable salt, hydrate, 
or solvate thereof. 

[0085] In some embodiments of the present invention, R 1 is selected from the group consisting of: 
(i) C V5 alkyl, and 

C-,.5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• 0^5 alkoxy carbonyl, 

• carbocyclic aryl, and 
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• carbocyclic aryl substituted by halogen, 
(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nltro, 

• C^alkyl, 

• C^s alky I substituted by halogen, 

• C^alkoxy, and 

• G,. 5 alkoxy substituted by halogen, 

(Hi) heterocyclyl, and 

heterocyclyl substituted by alkyi, and 
heterocyclyl substituted by carbocyclic aryl; 
wherein carbocyclic aryl is phenyl or naphthyl; 
heterocyclyl is isoxazolyl; 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

[0086] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

N-(cis-4-{[4-(dimethylamino)-5,6,7 ) 8-tetrahydroquina2olin-2-yl]amino}^clohexyl)-N , -(2-ethyl-6-^ 
urea; 

N-(cis-4-{[4-(dimethylamino)-5,67 

N-(cis-4-{[4-(dimethylamino)-5,6,7 f 8-tetrahydroquina^ 

N-(cis-4-ff4-(dimethylamino)-5,6,7,8^ 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydro^ 

N-(2,4-dibromo-6-fluorophenyl)-N'-(cis-4^[4-(dim^^^ 

clohexyQurea; 

N-(2,6-diethylphenyl)-N , -(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]-amino 

N-(2-chlorobenzyl)-N'-(cis-4-{[4-(dimethyl^ 

N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydroquin^^ 

urea; 

N-(cte-4-{[4-(dimethylamino)-5,6,7,8-te^^ 

N-(cis-4-{t4-(dimethylamino)-5,6,7,8-tetrahydroquina^^ 

nyl)urea; 

N-(2-tert-butyl-6-methylphenyl)-N'-(cis-4-{[4-^^ 
dohexyl)urea; 

N-(cte-4-fl4-(dlmethylamino)-5,6,7,8«tetra 

N-(4-bromo-2,6-dimethylphenyl)-N'-(cis-4-^ 

clohexyl)urea; 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahyd^^ 
zol-4-yl)urea; 

N-(cls-4-{[4-(dimethylamino)-5,6,7,8-tetra^ 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahyd 

N-(2,4<libromophenyl)-N'-(cis-4-{[4-(dim^ 

N-(2,4-dichlorobenzyl)-N , -(cis-4-{[4-(dimethylamino)-5,6,7 l 84etrahydroquinazolin-2^ 

N-(2,4-dimethoxyphenyl)-N'-(cis-4-{[4-(dim^ 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroqu^ 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydro^ 

N-(cis-4-{[4-(dimethylamino)-5,6,7,84etrahydro^ 

urea; 

N-(3,4-dimethoxyphenyl)-N'-(cis-4-{[4-(dimett^^ 

N-(4-c^loro-2-methylphenyl)-N'-(^ 

urea; 

N-(cis-4-{[4-(dimethylamino)-5 l 6,7 l 8-tetrahydroquinazolin-2-yl]amino)-<yclohexyl)-N , -(4^ 
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N-(cis-4-{[4-(dimethylamino^^ 
nyl)urea; 

N-(5-chloro-2Adimethoxyphenyl)-NXcis-4-^^^ 
clohexyl)urea; 

N-[1-(4-bromophenyl)ethyl]-NXcis-44[4-(d^^ 
urea; 

N-(4-bromo-2-methylphenyl}-N^ 
urea; 

N-fcls^^-tdimethylaminoJ-S.ey.S^etrahydro^ 
zol-4-yl)urea; 

N-(2,3-dichlorophenyl)N'-(cis^[M 

N-fcls^^-fdimethylaminoJ-S.B^.S-teto^ 

N-(2 f 6-diisopropylphenyl)-N4cis^[4-(dimethylami™^ 

N-fcis^-^-fdimethylaminoJ-S.e./.S^etrahydroquta 

N-(2,5-dimethoxyphenyl)-N4cis-4-{[4-(dimett^^ 

N-(4-bromo-2<hlorophenyl)-N'-(cis-4^ 

urea; 

N-fcls^^-fdimethylaminoJ-S.S^.S-tetrahydroqui^ 
urea; 

N-[(cis-4^4-(dimethylanuno)-5,6J,8-tetrahydroquina^ 
nyl)urea; 

N-(2,4<lifluorophenyl)-N4(cis^[4-(dlmethyta^ 
urea; 

N-[(cis-4^4-(dimethylamino)-5,6J,8-tetrahydro^ 
phenyl)urea; 

ethyl N-({[(cis^-{[4-(dimethylamino)-5,6J^ 
yl)Ieucinate; 

N-[(cls-4^4-(dime%lamino)-5 ( 67,8-tetrahydro^ 
urea; 

N-[(cis-4^4-(dimethylamino)-5,6J,8-teta 

N-Kcls^-^-fdimethylaminoJ-S.ej.S-tetra^ 

nyl)urea; 

N-[(cis-44[4-(dimethylamino)-5,673-tetrahydro^ 
nyl)urea; 

N-(2,6-diethylphenyl)-N4(cis-4^4-^ 
urea; 

N-[2K:hloro-6-(trifluoromethyl)phenyl]^ 
clohexyOmethyQurea; 
N-(2-chloro-6HTiethylphenyl)-N4(cis-4^^ 
methyljurea; 

N-Kcis^K-tdlme^laminoJ-S.e^S-tetrahydro^ 
pylphenyl)urea; 

N-[(cis-4^[4-(dimethylamino)-5,67,8-tetrahydro^ 
6-methylphenyl)urea; 

N-(2-tert-butyl-6HTiethylphenyl)-N4(cis^-{[4-^ 
clohexyl)methyl]urea; 

N-(2-tert-butylphenyl)-N4(cis^4[4-(dimethyta^ 
urea; 

N-(3^loro-2HTiethylphenyl)-N4(cis-4^[4-(dim^ 
methyljurea; 

N-(4-bromo-2,6-dimethylphenyl)-N'-[(cis-4-{[4-(dimethylamino)-5,6J ( 84etrahydroquina^ 
clohexyl)methyl]urea; 

N-(2,6Kliisopropylphenyl)-N4(cis^4[4-(di^^ 
thyQurea; 

N-[(cjs-4^[4-(dimethylamino)-5 f 67^^ 
trophenyl)urea; 

N-(2,6<Jibromo-4-fluorophenyl)-N4(cis^-tf^^ 
clohexyl)methyl]urea; 
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N-(2,6-dichlorophenyl)-N , -[(cis-4-{[4-(djmethylamino)-5 l 67,8-tetra 
thyljurea; and 

1-(2>dichloro-phenyl)-3Kcls-4-(4<limethylam^ 
urea; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0087] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(i) C^s alkyl, and 

alkyl substituted by substituent(s) independently selected from the group consisting of: 

• mono-0^5 alky (amino, 

• di-C,. 5 alkylamino, 

• C3-6 cycloalkyl, 

• C 3 ^ cycloalkenyl, 

• carbocyclicaryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• ^.5 alkyl, and 

•• C^g alkoxy, 

• heterocyclyl, 

(ii) C 2 . 5 alkynyl, 
(Hi) alkenyl, 

(iv) C^ 2 cycloalkyl, 

(v) carbocyclyl, 

(vi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C v1 o. alkyl, 

• Cmo a,k y' substituted by substituent(s) independently selected from the group consisting of: 
•• halogen, and 

0X0, 

• carboxy, 

• C 1 , 5 alkoxy carbonyl, 

• C^s alkoxy, 

• C t . 5 alkoxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
•• carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by nitro, 

• mono-C^ alkylamino, 

• di-C.,.5 alkylamino, 

• C t .5 alkoxy carbonyl ami no, 

• carbocyclic aryl azo, 

• carbocyclic aryl azo substituted by substituent(s) independently selected from the group consisting of: 

•• mono-C^s alkylamino, and 
di-C V5 alkylamino, 
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• C^alkylthio, 

• C^s alkylthlo substituted by halogen, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by nitro, 

• amino sulfonyl, 

• heterocyclyl suffonyl, 

• C 3 -ecycloalkyl, 

• C 3 ^ cycloalkyl substituted by CV 5 alkyl, 

• carbocyclic aryl, and 

• heterocyclyl, 

(vli) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• C^g alkyl, 

• C|. 5 alkoxy carbonyt, 

• carbocyclic aryloxy, 

• carbocyclic aryl, and 

• heterocyclyl; 

L is Formula (VII); 
Y is -C(S)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 

carbocyclyl is indanyl, bicyclo[2.2.1]heptyl, bicydo[2.2.1]heptenyl, or adamantly; 

heterocyclyl is 2,3-dlhydro-benzo[1 ,4]dioxinyl, 4,5,6,7-tetrahydro-benzofblthienyl, benzo[1 ,3]dioxolyl, benzo 
[2,1 ,3]thiadlazolyl,furyl, isoxazolyl, morphollnyl, oxazolyl, phenanthro[9,10-d]oxazolyl, plperidyl, pyrazolyl, pyridyl, 
tetrahydrofuryl, orthienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0088] In some embodiments of the present invention, R 2 Is methylamlno or dlmethylamino; p is 0; R 3 and R 4 are 
hydrogen; A is a single bond; B is a single bond or -CH 2 -: R 5 is hydrogen; or a pharmaceutical^ acceptable salt, 
hydrate, or solvate thereof. 

[0089] In some embodiments of the present invention, R-, is selected from the group consisting of: 

(i) C^a alkyl, and 

C^g alkyl substituted by carbocyclic aryl, 

(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^s alkyl, 

• C 1a8 alkyl substituted by halogen, 

• C^s alkoxy, 

• C^j alkoxy substituted by halogen, 

• mono-C^s alkylamino, and 

• di-C^s alkylamino; 

wherein carbocyclic aryl is phenyl or naphthyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0090] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

N-(2,4-dimethoxyphenyl)-N , -(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2 
rea* 

N-(cis-4-{[4-(dimethylamino^ 
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thiourea; 

N-(3,4KJImethoxyphenyl)-N'-(cls-4-{[4-(dimethylamlno)-5 ( 67,8-tetrahyd 
rea; 

N-[4-(dimethylamino)-1-naphthyl]-^ 
5 clohexyQthiourea; 

N-fcis^-f^dimethylaminoJ-S.e,/^^^ 
ny!)thiourea; 

N-(4-bromo-2^hlorophenyl)-N^cis^[4-(dta^ 
thiourea; 

10 N-(cis-4-{[4-(dimethylam^ 

N-icis^^-idimethylaminoi-S.S^.S^etrahydroquinazolin^-yilam 
thiourea; 

N-(cis-4-ff4-(dimethylaminoV^^ 
thiourea; 

is N-fcis^-f^-fdimethylamfnoJ-S.B./.e-te^^ 
N-fcis^-^-jdimethylaminoi-S.S./^-tet^^ 
rea; 

N-(2,6-diethy!phenyl)-N'-(cis^ 
N-(4-bromo-2,6-dimethylphenyl)-N'-(cis^-^ 
20 clohexyl)thiourea; 

N-^-bromo^-methylphenyO-N'-^ 
thiourea; 

N-[4^romo-2-(trifluoromethyl)phenyl]-NXc^ 
clohexyQthiourea; 

25 N-(4-chloro-2-methylphenyl)-N , -(cis-4-{[4-(dimethylamino)-5,67,8-tetrahydroquin 
thiourea; 

N-[4^hloro-2-(trifluoromethy0phenyl]-N'-(cis^-{[4-(dimethyiamino^ 
clohexyl)thiourea; 

N-(cis-4^4-(dimethylamino)-5 > 6y i 84etrahydroquinazolin-2-y0amino}K^clohexy0-N , -(4-fl^ 
30 thiourea; 

N-(cls-4-{[4-(dimethylamino)-5 l 6,7,8-tetrahydroqulnazolin-2-yl]amino}^clohexyl)-N , -(4-me 
nyl)thiourea; 

N-tS^loro-^-dimethoxyphenyQ-N'-fcis^-^-fdm^ 
clohexyQthiourea; 
35 N-(2,4^ibromo-6-fluorophenyl)-NXcis-4^[4-(d^ 
clohexyQthiourea; 

N-(2,4-dichloro-6-methylphenyQ-N , -(cis^{[4-(dimethylamino)-5 f 67,8-tetrahydroquin 
clohexyQthiourea; 
N-(cis-4-{[4-(dimethylamino)-5^ 
40 N-[4^romo-2-(trifluoromethoxy)pheny0-N'-(ds-4^^^ 
cyclohexy I) thiourea; 

N-(4^Ioro-2,5-dimethoxyphenyl)-NXcis-4-{^ 
clohexyQthiourea; and 
N-(cis-4-{[4-(dimethylamino)-5,6,7,8^ 

45 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 

[0091] In some embodiments of the present invention, R 1 is selected from the group consisting of: 
(Q C,. Q alkyl, and 

so alkyl substituted by substltuent(s) independently selected from the group consisting of: 

• halogen, 

• alkoxy, 

• , 5 alkoxy substituted by carbocyclic a/yl, 
55 • carbocyclyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 
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•• halogen, 
•• nltro, and 
C^s alkoxy, 

(ii) C 2 . 5 alkenyl, 

(iii) carbocyclyl, 

(fv) carbocyclic aryl, and 

carbocyclic aryl substituted by substltuent(s) independently selected from the group consisting of: 

• halogen, 

• alkyl, 

• C V5 alkyl substituted by halogen, and 

• C^g alkoxy; 

L is Formula (VII); 
Y is -C(0)0-; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is 9H-fiuorenyl or menthyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0092] In some embodiments of the present invention, R 2 is methylamino or dimethylamino; p is 0; R 3 and R 4 are 
hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutical^ acceptable salt, hydrate, or solvate 
thereof. 

[0093] In some embodiments of the present invention, Q Is Formula (IV); p is 0; 
R 1 is selected from the group consisting of: 

(i) alkyl, and 

c i-8 a !kyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• oxo, 

• alkoxy, 

• C|. 5 alkoxy substituted by carbocyclic aryl, 

• C^s alkylcarbonyloxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by nitro, 

• carbocyclic aryloxy substituted by C^ 5 alkoxy, 

• heterocyclyloxy, 

• heterocyelyloxy substituted by C U5 alkyl, 

• alkoxycarbonyl, 

• mono-C^s alkylaminocarbonyl, 

• di-C^s alkylaminocarbonyl, 

• mono-C^s alkylamino, 

• mono-C^g alkylamino substituted by cyano, 

• mono-C^g alkylamino substituted by carbocyclic aryl, 

• di-C^g alkylamino, 

• di-Cj.5 alkylamino substituted by cyano, 

• di-C^j alkylamino substituted by carbocyclic aryl, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by alkyl, 

• di-carbocyclic arylamino, 

• di-carbocycllc arylamino substituted by alkyl, 

• C 1-5 alkoxycarbonylamino, 

• carbocyclic arylcarbonylamino, 

• C^s alkylthio, 

• C^s alkylthio substituted by substituent(s) independently selected from the group consisting of: 
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•• carbocyclic aryl, 

carbocyclic aryl substituted by halogen, and 
~ carbocyclic aryl substituted by C V5 alkoxy, 

• carbocyclic aryithio, 

• heterocyclylthio, 

• heterocyclylthio substituted by nitro, 

• heterocyclylthio substituted by C 1a5 alkyl, 

• C 3 _6 cycloalkyl, 

• C3-6 cycloalkenyl, 

• carbocyclyl, 

• carbocyclyl substituted by substltuent(s) independently selected from the group consisting of: 

halogen, 
•• C^s alkyl, 
C^s alkoxy, 
C 2 . 5 alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

— carbocyclic aryl, and 

— carbocyclic aryl substituted by C 1m5 alkylsutfinyl, 
► carbocyclic aryl, 

» carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 
•• nitro, 

- C^g alkyl, 

•• C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• 0X0, 

••• carbocyclic aryl, and 
••• heterocyclyl, 

•• C 2 . 5 alkenyl, 
•• C 2 . 5 alkoxy, 

•• C^s alkoxy substituted by halogen, 

" C t . 5 alkoxy substituted by carbocyclic aryl, 

carbocyclic aryloxy, 
•• carbocyclic aryl, and 

heterocyclyl, 

heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

- C,. 5 alkyl, 

C t . 5 alkyl substituted by carbocyclic aryl, 
•• C t . 5 alkoxy, 

•• C 1fl8 alkoxy substituted by carbocyclic aryl, 

•• carbocyclic aryl, and 

•• carbocyclic aryl substituted by halogen, 

) C 2 _ 7 alkenyl, and 

C 2 . 7 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
carbocyclic aryl, 

carbocyclic aryl substituted by substrtuent(s) Independently selected from the group consisting of: 
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halogen, 
•• nltro, and 
•• C^g alkoxy, 

(iii) C 2 . 5 alkynyl, and 

C 2 . 5 alkynyl substituted by carbocyclic aryl, 

(iv) CyQ cycloalkyl, and 

C M cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• C^s alkyl, 

• alkyl substituted by oxo, 

• Oj.g alkyl substituted by carbocyclic aryl, and 

• carbocyclic aryl, 

(v) carbocyclyl, 

(vi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• nitro, 

• C^g alkyl, 

• 0^5 alkyl substituted by substltuent(s) independently selected from the group consisting of: 
*• halogen, 

•• 0X0, 

— carbocyclic aryloxy, 
carbocyclic aryl, and 
~ carbocyclic aryl substituted by alkyl, 

• C^g alkoxy, 

• C^s alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• carbocyclic aryl, and 

halogenated carbocyclic aryl, 

• C 2 . 5 alkenyloxy, 

• C M cycloalkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by alkoxy, 

• C^s alkoxycarbonyl, 

• mono-C^s alkylaminocarbonyl, 

• di-C^s alkylaminocarbonyl, 

• mono-C^g alkylaminocarbonyl substituted by carbocyclic aryl, 

• di-C 1 . 5 alkylaminocarbonyl substituted by carbocyclic aryl, 

• amino, 

• mono-C^s alkylamino, 

• di-0^5 alkylamino, 

• mono*C 1 . 5 alkylamino substituted by cyano, 

• di-C t .5 alkylamino substituted by cyano, 

• C 2 . 5 alkynylcarbonylamino, 

• C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 

• (carbocyclic aryl)NHC(0)NH, 

• (carbocyclic aryl)NHC(0)NH substituted by C V5 alkoxy, 

• (carbocyclic aryl)NHC(0)NH substituted by haloganated C^ 5 alkoxy, 

• C^alkylthio, 
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C^g alkylthio substituted by halogen, 
carbocyclic arylthio, 

carbocyclic arylthio substituted by cyano, 
mono-C^g alkylaminosulfonyl, 
di-C^s alkylaminosulfonyl, 
carbocyclic aryl, 
heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• C^s alkyl, 

carbocyclic aryl, and 
- halogenated carbocyclic aryl, 

(vii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C^s alkyl, 

• C^s alkyl substituted by substrtuent(s) independently selected from the group consisting of: 

*• halogen, 

•• hydroxy, 

•• C^g alkylthio, 

•• C t .5 alkylthio substituted by carbocyclic aryl, 

*• C 14 alkytthio substituted by halogenated carbocyclic aryl, 

•• carbocyclic aryl, 

•• carbocyclic aryl substituted by halogen, and 
heterocyclyl, 



• C^alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by C^s alkyl, 

• C^s alkylthio, 

• C 2 . 5 alkenylthio, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by C A . S alkoxycarbonyl, 

• C^g alkyl^utfonyl, 

• carbocyclic arylsutfonyl, 

• carbocyclic arylsulfonyl substituted by C 1m5 alkyl, 

• C.,.5 alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 



halogen, 
•• nitro, 

•• C^g alkyl, and 

0^5 alkyl substituted by halogen, 



• heterocyclyl; 



wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 

carbocyclyl is 1 ,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-fluorenyl, 9-oxo-9H-fluorenyl, bicyclo[2.2.1]hep- 
tyl, indenyl, ormenthyl; 

heterocyclyl is 1,2,3-triazolyl, 1W-indolyl, 1H-pyrrolyl, 2,3-dihydro-1-oxo-isoindolyl, 2,3-dihydro-benzo[1 ,4] 
dioxinyl, 2,3-dihydro-benzofuryl, 2,4-dihydro-3-oxo-pyrazolyl, 2H-benzopyranyl, 2-oxo-benzopyranyi, 3,4-dihydro- 
2/*benzo[b][1 ,4]dioxepinyl, 4-oxo-1,5,6,7-tetrahydro-indolyl, 4-oxo-benzopyranyl, 9/-fcarbazolyl, 9H-xanthenyl, 
benzo[1,3]dioxolyl, benzo[2,1,3]oxadiazolyl, benzo[1 ,2,5]oxadiazolyl, benzo[b]thienyl, benzofuryl, benzothiazolyl, 
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furyl, imidazo[2,1-b]thiazolyl, imidazolyl, isoxazolyl, morpholino, pyrazolyl, pyridyl, pyrimidyl, quinolyl, quinoxalyl, 
thiazolyl, orthienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0094] In some embodiments of the present invention, is selected from the group consisting of: 

(i) C 1a7 alkyl, and 

C,. 7 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• alkoxy, 

• C,. 5 alkoxy substituted by carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• mono-C t . 5 alkylamino, 

• mono-0^5 alkylamino substituted by substituent(s) independently selected from the group consisting of: 

•• cyano, and 
•• carbocyclic aryl, 

• di-0^5 alkylamino, 

• di-C^g alkylamino substituted by substituent(s) independently selected from the group consisting of: 

•• cyano, and 
•• carbocyclic aryl, 

• mono-carbocyciic arylamino, 

• di-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by C )m5 alkyi, 

• di-carbocyclic arylamino substituted by C 1-5 alkyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
C y . 5 alkyl, and 
•• alkoxy, 

(H) C 2 . 7 alkenyl, and 

C 2 . 7 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by C,. 5 alkoxy, 

(iii) C 2 . 5 aikynyl, and 

C 2 . 5 aikynyl substituted by carbocyclic aryl, 

(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• cyano, 

• 5 alkyl, 

• C 1fl5 alkyl substituted by halogen, 

• C, . 5 alkoxy, 

• C 1a5 alkoxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• carbocyclic aryl, and 
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•• carbocyclic aryl substituted by halogen, 

• C 2 . 5 alkenyloxy, 

• mono-C,,^ alkylamino, 

• alkylamino, 

• mono-Cj.5 alkylamino substituted by cyano, 

• di-C^g alkylamino substituted by cyano, 

• C^alkylthio, and 

• C 1 . 5 alky Ithio substituted by halogen , 

(v) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C V5 alkyl, 

• . 5 alky I substituted by hydroxy, 

• C^alkoxy, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by alkoxycarbonyl, 

• C V5 alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
C^s atkyl, and 

- C V5 alkyl substituted by halogen; 

L is Formula (VII); 

Y is a single bond or -CH 2 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is 1/findolyl, IH^pyrrolyl, 2,3-dihydro-benzo[1 ,4]dioxinyl, 4-oxo-benzopyranyl, 9H-carbazolyl, 
benzo[1 f 3]dioxolyl, benzo[b]thienyl, furyl, imidazo[2,1-b]thiazolyl, pyrazolyl, pyridyl, orthienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0095] In some embodiments of the present Invention, R 2 Is methylamino, or dimethylamino; p is 0; R 3 and R 4 are 
hydrogen; A is a single bond; B is a single bond or -CH 2 -; or a pharmaceutical^ acceptable salt, hydrate, or solvate 
thereof. 

[0096] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(I) C 2 . 5 alkenyl, and 

C^s alkenyl substituted by carbocyclic aryl, 
(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• C^g alkyl, 

• C^alkoxy, 

• C^g alkoxy substituted by substituent(s) independently selected from the group consisting of: 

— halogen, 
carbocyclic aryl, and 

carbocyclic aryl substituted by halogen, 

• C 2 . 5 alkenyloxy, 

• mono-C^s alkylamino, 

• di-C^s alkylamino, 
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• mono-Cj.s alkylamino substituted by cyano, and 

• di-0,.5 alkylamino substituted by cyano, 

(Hi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• alkyl, 

• C^alkoxy, 

• C 1-5 alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•» C^s alkyl, and 

** c i-5 alkyl substituted by halogen; 
wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is tAfindolyl, 9/*carbazolyl, benzo[1 ,3]dioxolyl, pyrazolyl, orpyridyl; and 
halogen is fluoro, chioro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0097] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(i) C 2 . 5 alkenyl, and 

C 2 . 5 alkenyl substituted by carbocyclic aryl, 

(ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• C^s alkyl, 

• C^g alkoxy, 

• C^s alkoxy substituted by halogen, 

• C 2 _ 5 alkenyloxy, 

(Hi) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• 5 alkyl, 

• Cj.5 alkoxy, 

• C 1 . 5 alkoxycarbonyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by C^g alkyl, and 

» carbocyclic aryl substituted by halogenated alkyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is 1H-indolyl, 9Afcarbazolyl, benzo[1,3]dioxolyl, or pyrazolyl; and 
halogen is fluoro, chioro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0098] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

N 2 -(cis-4-{[(5-bromo- 1 H- in dol-3-yi)methyl]amino}cyclohexyl)-N 4 ,N 4 -dimethylpyrimidine-2,4-diamine; 
N 2 -[cis^-({[5-(4-fluorophenyl)py 

ethyl 4 l 6-dchloro-3-{[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)-ami 
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2-cartooxylate; 

N2^cis^(2.6-dimemoxybenzy1)amlno]mettiyl^^ 
N^ci8^(2-ethoxybenzyOamlno]methyl}cydohexyO-N 4 ,N 4 -dimethylpyrlm 

N2-cis-4-({[(4-methoxy-1-naphthyl)methyl^ 
N2-[cis-4-({[(5-methoxy-1H-indol-3-yl)me^ 
N2-fcis-4-({[(2-methoxy-1-naphthyl)methyl]ami^^^ 
4-bromo-2-({[(cis^[4-(dlmethy!amlno)pyrimldin^ 

N°\ds-4-({[(5-bromo-1H-indol^^ 
N2-(cis-4-{[(2.4-dimethoxybenzyl)ajnino]methyl^ 

N4N+-dimethyl-N2-(ci8-4-{[(2,3,44rimethoxyb8nzyl)amino]memyl}-cyclohexyl)pyrimW 
N2!(cis-4-{[(3-ethoxy-4-methoxybenzyl)amlno^^ 

N4,N*-dimethyl-N2-(cis-4-{I({3-[4-(trifluoromethy0phenyl]-1H-pyrazoM-yl)methyl)-aminolm 

midlne-2,4-diamlne; , 
N4N*-dimethy1-N2-(cis-4-{[(3,4,5-trimethoxybenzyl)amino]me%l}-cyclohexyl)pyrimidine-2^ 

4-({[(cls-4-{[4-(dimethylamino)pyrimldin-2-y^ 
4-«[(cls-4-{[4-(dirnethy^^ 

N2-(ds^-{[(5-bromo-2,4-dimethoxybenzyl)amino]^^^ 

N2-(cis-4-{[(5-bromo-2-memoxybenzyl)amino]methy^ 

N2-[cis-4-({[4-(diethylamino)benzy0amino}meta^ 

N2-[ C is^-({[(9-ethy1-9H-<»rb8iol-3-yl)m^^ 

N2-(cis-4-{[(4-isopropoxybenzyl)amino]methyl}c^ 

N2-(cis^-{[(3.3-diphenylprop-2-en-1-yl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethylpyrimidine-2 l 4KJiamine; 

^({Kcjs^^dimethylaminojpyrimidin^-yllam^ 
N2-{cis-4-[({[4-(dimethylamino)-1-naphthyl]me^ 



smin©' 

N4N4-dlmethyl-N2-(cis-4^(2,4,6-trii^^ 

N2-(ds^-{[(5-bromo-2-ethoxybenzyl)aminolmethyl}cyclohexyl)-N 4 ,N*-dime%lpyrimidine-2 

N2-(cis-4-{[(2,4-dimethoxy-3-methylbenzy0aj™^^ 
N 2.( C i6^-{[(2,5-dlethoxybenzyl)amino]^^ 

N2-(cis^-{[(2,4-dlethoxybenzyl)amino]methyl}cyclohexyl)-N 4 ,N 4 -dimethylpyrimidine-2 1 4-dlamine; 
N2-(d3^-{[(3.5-dibromo-2-methoxybenzyl)amino]methyl}cydohexyl)-N*,^-dimethylpyrimid 
N*,N 4 -dlmethyl-N2-(cis-4-{[(2 l 4,54riethoxybenzy0amino]methyl}-cyclohexyl)pyrimidine-^ 
N^iN+-dimethyl-N2-(cis^-{[(2,4,54rimethoxybenzyl)amino]memyl}-cyclohexyl)pyrimidine-2 

N 2l[cis^-({[2-(allyloxy)benzyl]amino}methyl)cy^^ 

|sj4 N*-dlmethyl-N2-[cis-4-({[(1 -methyl- 1 H-indol-S-yOmethyllamlnoJ-methylJcyclohexyll-pyrimidlne^^-diamine; 
N 2 ^cis-4-({[(7-methoxy-1,3-benzodioxol-5-yl)methyl]amino}methyl)-cyclohexyt]-N 4 > N 4 -dimethylpy 



6unino' 

N2-(ds-4-{[(3-bromo-4,5-dimethoxybenzyl)amino]methyl}cydohexyl)-N 4 ,N*-dimethylpyrim 
N2-(cis-4-{[(4-methoxy-3-methylb«nzyl)amino]methyl^ 
N2-(cis^-{[(2-bromo-4,5-dimethoxybenzyl)amlno]me^ 
N2-(cis-4-{[(3,4-dimethoxybenzyl)aminoJ^ 
N2-(cis-4-{[(4-methoxy-2,5-dlmethylbenzy0amino]met^^^^ 

3-[[4-({[(ds-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-methyl]amino}-methyl) 
propanenitrila; 

N2-{cls-4-[({4-[(4-bromobenzyl)oxy]ben2yl}amlno)me^^ 
N2-(cis-4-{[(3,5-dibromo-2-ethoxybenzyl)ami^ 

N2-t4-(4-bromo-2-trifIuoromethoxy-benzyl)amino-cydohexyl)-N*,N 4 -dimethyl-pyrimidine-2,4-diamine; 
N 2 -{ds-4-[2-(4-bromo-2-trifluoromethoxy-phenyl)-ethylamino]<7clohexyl}-N 4 ,N 4 -dimethy 

^d 9 s-4-U4-bromo-2-trifluoromethoxy-ben2yl)amino-methyl]^ 
amine; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0099] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

ethyl 4,S-dichloro-3-C(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)-amino]methyl}-1H-indole- 
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2-carboxylate; 

N 2 ^cls^-({[(4-methoxy-1-naphthyl)methyl]amino}methyl)cyclohe 

N 2 -[cis-4-({[(2-methoxy-1-naphthy^ 

4-bromo-2-({[(cis^[4-(dimethyl^ 

nol; 

N 2 {cis^-({[(5-bromo-1 H-indol^ 

N 4 l N 4 -dlmethyl-N 2 -(cls-4^[(2,3Atrimethoxybenzyl)amino]methyl}<yclohexyO 

N 2 -(cis-4-{[(3-ethoxy-4-methoxybenzyl)amino]^^ 

N'N'-dimethyl-N^cis-*^^ 

midine-2,4-diamine; 

4-({[(cis-4^4-(dimethylamino)pyrimi^^ 

4-({[(cis^[4-(dlmethylamino)pyrlmldin-2-yl]a^ 

N 2 -(cls-4-{[(5-bromo-2 t 4-dimethoxybenzyl)^ 

N 2 -(cis^-{[(5-bromo-2-methoxybenzyl)amino]m^ 

N 2 -{cis-4-({[(9-e%l-9HK»rbazol-3-yl)m^ 

N 2 -(cis-4-{[(3,3-diphenylprop-2-en-1^ 

N 4 ,N 4 -dimethyl-N 2 -(cis-4-{[(2 t 4,6-trimethoxybenzyl)amino]methyl}^clohexyl)pyri^ 
N 2 -(cls-4-{[(5-bromo-2-ethoxybenzyl)amino]m^ 

N 2 -(cis^-{[(2 l 4-dimethoxy-3-methylbenzyl)amino]methyl}cyclohexyl)-N 4 ,^ 

N 2 -(cis-4-{[(2,5-diethoxybenzyl)amino]methyl^ 

N 2 -(cis^-{[(3,5-dibromo-2-methoxybenzyl^ 

N 4 N 4 -dimethyl-N 2 -(cis-4-{[(2,4,54ri^^ 

N 2 ^cis-4-({[2-(allyloxy)benzyl]amino}m^^ 

N 2 -tcis-4-({[(7-methoxy-1,3-benzodioxo 

amine; 

N 2 -(cls^-{[(3-bromo-4,5<ilmetho^ 
N 2 4cis-4-[2-(4-bromo-2-trifluoromethoxy-phen 
amine; and 

N^cis^-[(4-bromo-2-thffluorometho 
amine; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[01 00] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(i) C<,. 5 alkyl, and 

C 1 . 5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• C^g alkoxy, 

• C V5 alkoxy substituted by carbocyclic aryl, 

• C^g alkylcarbonyloxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by nitro, 

• carbocyclic aryloxy substituted by alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by C^ 5 alkyl, 

• mono-C^s alkylaminocarbonyl, 

• di-C V5 alkylaminocarbonyl, 

• mono-C^s alkylamino, 

• di-C^g alkylamino, 

• mono-carbocyclic arylamino, 

• di-carbocycllc arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• d i -carbocyclic arylamino substituted by halogen, 

• carbocyclic arylcarbonylamino, 

• C^s alkoxycarbonylamino, 

• C^s alky Ithio, 
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• C V5 alkyfthio substituted by substituent(s) independently selected from the group consisting of: 

carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of 

••• halogen, and 
••• C^s alkoxy, 

• carbocyclic arylthio, 

• heterocyclylthio, 

• heterocyclylthio substituted by C V5 alkyl, 

• heterocyclylthio substituted by nitro, 

• C3-6 cycloalkyl, 

• C3-6 cycloalkenyl, 

• carbocyclyl, 

• carbocyclyl substituted by substrtuent(s) independently selected from the group consisting of: 

halogen, 
~ alkyl, 

C^s alkoxy, 
•• C 2 .5 alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 
~* carbocyclic aryl, and 

••• carbocyclic aryl substituted by alkylsulfinyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

- halogen, 
hydroxy, 

•• nitro, 
•• C^s alkyl, 

alkyl substituted by substituent(s) independently selected from the group consisting of: 

••• oxo, 

carbocyclic aryl, and 
— heterocyclyl, 

0^5 alkoxy, 

- 0^5 alkoxy substituted by halogen, 
•• C^g alkoxy substituted by carbocyclic aryl, 

carbocyclic aryloxy, 

- carbocyclic aryl, and 
heterocyclyl, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• C V5 alkyl, 

C^g alkyl substituted by carbocyclic aryl, 
0^5 alkoxy, 

C V5 alkoxy substituted by carbocyclic aryl, 

carbocyclic aryl, and 

carbocyclic aryl substituted by halogen, 

(ii) C 2 „ 5 alkenyl, and 

C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of : 
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• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
•• nitro, 

(ill) C^e cycloalkyl, and 

C M cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• C 1-5 alkyl, 

• C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• oxo, and 

carbocyclic aryl, and 

• carbocyclic aryl, 

(Iv) carbocyclyl, 

(v) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting ol 

• halogen, 

• hydroxy, 

• cyano, 

• nitro, 

• 0^5 alkyl, 

• C^s alkyl substituted by substituent(s) independently selected from the group consisting of: 

- halogen, 
•• oxo, 

carbocyclic aryloxy, 

carbocyclic aryl, and 

carbocyclic aryl substituted by C^s alkyl, 

• alkoxy, 

• alkoxy substituted by substituent(s) independently selected from the group consisting of: 

- halogen, and 

•• carbocyclic aryl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by alkoxy, 

• mono-C^s alkylaminocarbonyl, 

• di-C^s alkylaminocarbonyl, 

• mono-C^j alkylaminocarbonyl substituted by carbocyclic aryl, 

• di-q.5 alkylaminocarbonyl substituted by carbocyclic aryl, 

• amino, 

• mono-C^g alkylamino, 

• di-C^s alkylamino, 

• C 2 -5 alkynylcarbonylamino, 

• C 2 . 5 alkynylcarbonylamino substituted by carbocyclic aryl, 

• (carbocyclic aryl)NHC(0)NH, 

• (carbocyclic aryl)NHC(0)NH substituted by C 1-5 alkoxy, 

• (carbocyclic aryl)NHC(0)NH substituted by haloganated C V5 alkoxy, 

• C^alkylthio, 

• C^s alkylthio substituted by halogen, 

• carbocyclic arylthio, 

• carbocyclic arylthio substituted by cyano, 
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mono-C^s alkylaminosulfonyl, 
dl-C^.5 alkylamlnosutfonyl, and 
carbocyclic aryl, 

carbocyclic aryl substituted by halogen, 
heterocyclyl, and 

heterocyclyl substituted by substltuent(s) independently selected from the group consisting of: 

C^s alkyl, 
•• carbocyclic aryl, and 
- halogenated carbocyclic aryl, 

(vl) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C 1a5 alkyl, 

• C^g alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
» C^s alkylthio, 

0^5 alkylthio substituted by carbocyclic aryl, 
•• C^g alkylthio substituted by halogenated carbocyclic aryl, 
•• carbocyclic aryl, 

•• carbocyclic aryl substituted by halogen, and 
heterocyclyl, 

C^s alkoxy, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by halogen, 
carbocyclic aryloxy substituted by C^g alkyl, 
CVs alkylthio, 
C 2 -5 alkenylthio, 
carbocyclic arylthio, 
C^s alkylsulfonyl, 
carbocyclic arylsulfonyl, 

carbocyclic arylsulfonyl substituted by (^.5 alkyl, 
carbocyclic aryl, 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
nitro, and 
•• C^g alkyl, 

• heterocyclyl; 

Lis Formula (VII); 
Y is -C(0)-; 

wherein carbocyclic aryl is phenyl, naphthyl, or anthranyl; 

carbocyclyl is 1 ,2,3,4-tetrahydronaphthyl, 1-oxo-indanyl, 9-oxo-9Affluorenyl, orindenyl; 

heterocyclyl is 1 ,2,3-triazolyl, 1H-indolyl, 1H-pyrrolyl, 2,3-dihydro-1-oxo-isoindolyl, 2,3-dihydro-benzofuryl, 
2 4-dihydro-3-oxo-pyrazolyl, 2/*benzopyranyl, 2-oxo-benzopyranyl, 4-oxo-1 ,5,6,7-tetrahydro-indolyl, 9A*xanthe- 
nyl benzo[1 ,3]dioxolyl, benzo[2,1 ,3]oxadiazolyl, benzo[1 ,2,5]oxadiazolyl, benzo[b]thienyl, benzofuryl, benzothia- 
zolyl, furyl, imidazolyl, isoxazolyl, morpholino, pyrazolyl, pyridyl, pyrimidyl, quinolyl, quinoxalyl, thiazolyl, orthienyl; 
and 

halogen is fluoro, chloro, bromo, or iodo; 
or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
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[01011 In some embodiments of the present invention, Rj> is hydrogen, trifluoromethyl, methoxy, methylamlno, 
dimethylamino, ethyl amino, ethylmethylamlno, or hydroxylethylmethylamino; p is 0; R3 and R 4 are hydrogen; A is a 
single bond; B is a single bond or -CH 2 -; or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0102] In some embodiments of the present invention, is selected from the group consisting of: 

(i) G..5 alkyl, and 

q.5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

0X0, 

carbocyclic aryloxy, 

carbocyclic aryloxy substituted by halogen, 
carbocyclic aryloxy substituted by C^g alkoxy, 
mono-C^s alkylaminocarbonyl, 
di-Cvs alkylaminocarbonyl, 
mono-C^s alkylamino, 
di-C^s alkylamino, 
mono-carbocyclic arylamino, 
di-carbocyclic arylamino, 

mono-carbocycllc arylamino substituted by halogen, 
di-carbocyclic arylamino substituted by halogen, 
carbocyclic arylcarbonylamino, 
C^alkylthio, 
C^cycloalkyl, 

carbocyctyl, . „ , 

carbocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
C^g alkyl, 

C 2 . 5 alkenyl, and . 
~ C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

••• carbocyclic aryl, and 

••• carbocyclic aryl substituted by alkylsulfinyt, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 
nitro, 
m c« 5 alkyl, 

- q's alkyl substituted by substituent(s) independently selected from the group consisting of: 
••• oxo, 

— carbocyclic aryl, and 
heterocyclyl, 

C 1 . 5 alkoxy, 

C^s alkoxy substituted by halogen, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• C V5 alkyl, 
•• carbocyclic aryl, and 

carbocyclic aryl substituted by halogen, 

(ii) C 2 _ 5 alkenyl, and 
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C 2 . 5 alkenyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, # 
. carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
nltro, 

(iii) carbocyclyl, 

(lV) ^caSSclte a^ubstltuted by substituent(s) independently selected from the group consisting of 

• halogen, 

• hydroxy, 

• nitro, 

• C alkyl 

• el's alkyl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
oxo, and 
carbocyclic aryl, 

• C^5 alS'substituted by substituent(s) independently selected from the group consisting of: 

- halogen, and 
carbocyclic aryl, 

carbocyclic aryloxy, 

carbocyclic aryloxy substituted by C,. 5 alkoxy, 
mono-C^ alkylaminocarbonyl, 
di-C^s alkylaminocarbonyl, 

mono-C^s alkylaminocarbonyl substituted by carbocyclic aryl, 
di-C^g alkylaminocarbonyl substituted by carbocyclic aryl, 
mono-C^g alkylamino, 
di-C^j alkylamino, 
C 2 . 5 alkynylcarbonylamino, 

C 2 -5 alkynylcarbonylamino substituted by carbocyclic aryl, 
mono-C^s alkylaminosulfonyl, and 
di-C^s alkylaminosulfonyl, 

(v) heterocyclyl, and . . _ . 

heterocycVI substituted by substituent(s) independently selected from the group consisting of. 

• halogen, 

• nitro, 

• 5 alkyl, . » . . 

• c,.5 alkyl substituted by substituent(s) independently selected from the group consisting of: 

C 1>s aikylthio, 

C^g aikylthio substituted by carbocyclic aryl, 

C^s aikylthio substituted by halogenated carbocyclic aryl, 

carbocyclic aryl, 

carbocyclic aryl substituted by halogen, and 
heterocyclyl, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 
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• carbocyclic aryloxy substituted by C 1w5 alky I , 

• C^alkylthlo, 

• C^g alkylsulfonyl, 

• carbocyclic arylsulfonyi, 

• carbocyclic arylsulfonyi substituted by alkyl, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) Independently selected from the group consisting of: 

•• halogen, 
nitro, and 
m alkyl, 

• heterocyctyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is 1-oxo-indanyl, 9-oxo-9H-fluorenyl, or indenyl; 

heterocyclyl is 1 ,2,3-triazolyl, 1H-indolyl, 1H-pyrrolyl, 2,3KJihydro-benzofuryl,2H-benzopyranyl, 9*-xanthe- 
nyl, benzo[2,1 ,3]oxadiazolyl, benzo[1 ,2,5]oxadiazolyl, benzo[b]thienyl, furyl, Isoxazolyl, morpholino, pyrazotyl, py- 
ridyl, quinolyl, quinoxalyl, thiazolyl, orthienyl; and 

halogen isfluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[01 03] In some embodiments of the present invention, R.j is selected from the group consisting of: 

(i) alkyl, and 

C M alkyl substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by halogen, 

• carbocyclic aryloxy substituted by alkoxy, 

• mono-C^s alkylamino, 

• di-C,_ 5 alkylamino, 

• mono-carbocyclic arylamino, 

• di-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• di-carbocyclic arylamino substituted by halogen, 

• C^s alkylthio, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

*• halogen, 
•• hydroxy, 

Cj.5 alkyl, 

0^3 alkoxy, and 

C A . 5 alkoxy substituted by halogen, 

• heterocyclyl, and 

• heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

•• C^s alkyl, 

— carbocyclic aryl, and 

•• carbocyclic aryl substituted by halogen, 

(ii) C 2 . 5 alkenyl, and 

C 2 _ 5 alkenyl substituted by substrtuent(s) independently selected from the group consisting of: 

• carbocyclic aryl, 
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• carbocyclic aryl substituted by nitro, 
(iii) carbocyclyl, 

(K/) Ca caSlc aryl substituted by substituent(s) independently selected from the group consteting of: 

halogen, 
hydroxy, 
nitro, 

C^g alkyl, 

C^s alkyl substituted by halogen, 
alkoxy, 

d.5 alkoxy substituted by halogen, 
d.5 alkoxy substituted by carbocyclic aryl, 
carbocyclic aryloxy, 

carbocyclic aryloxy substituted by C,. 5 alkoxy, 
mono-C^s alkylamlnocarbonyl, 
di-C^ , 5 alkylaminocarbonyl, 

mono-C^g alkylamlnocarbonyl substituted by carbocyclic aryl, 
di-C^ alkylaminocarbonyl substituted by carbocyclic aryl, 
mono-C^s alkylaminosulfonyl, and 
di-C^g alkylaminosulfonyl, 

M h TJt^S'lyTs d ubstituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C alkyl 

• c]' 5 s alkyl'substituted by substrtuent(s) independently selected from the group consisting of: 

•• C V5 alkylthio, 

C^g alkylthio substituted by carbocyclic aryl, and 
c 14 alkylthio substituted by halogenated carbocyclic aryl, 

carbocyclic aryloxy, 

carbocyclic aryloxy substituted by halogen, 
carbocyclic aryloxy substituted by Cj. 8 alkyl, 
carbocyclic aryl, 

carbocyclic aryl substituted by halogen, 
carbocyclic aryl substituted by nitro, and 
heterocyclyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heteSll h^SSX. 1 Wndolyl, 1 H-pyrrolyl, 2,3-dihydro-benzofuryl, 9*xanthenyl, benzoyl ,3]ox- 
adiazolyl, benzo[1 ,2,5]oxadiazolyl, benzo[b]thienyl, furyl, isoxazolyl, pyridyl, quinoxalyl, thiazolyl, or thienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a Dharmaceuticalty acceptable salt, hydrate, or solvate thereof. 
[0104? sol embodiments, compounds of the present invention are of Formula (I) wherein the compound ,s se- 
lected from the group consisting of: 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-methoxybenzamide; 

3-bromo-N-(cis-4^t4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-benzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)-2 l 1 > 3-benzoxadiazole-S-carboxamide; 

3- chloro-N-(cis^[4-(dimethylamino)pyrimidin-2-y0amino)cyclohexyl)-benzamide; 

4- chloro-N-(cis^[4-(dimethylamino)pyrimidin-2-y0amino}cyciohexyl)-benzamide; 
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4-chloro-N-(cis-4-{[4-(dim^ 
3,5-dichIoro-N-(cis-4-{[4-(dim^^ 

3.4- dichloro-N-(cis-4-{[4-(dime%l^ 
N-(cis-4-{[4-(dimethylami^ 

N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexy0-3,4-difl 
N-(cis-4-{[4-(dimethylamino^ 

N-(cls^{[4-(dlmethylamlno)pyrlmidln-2-yl]amlnoJcyclohe^ 

N-(cis-4-{[4-(dimethylami^ 

N-(cis-4-{[4-(dimethylamino)pyri^^ 

N-(cls-4-{[4-(dimethylamino)pyrM 

N-(cis-4-{[4-(dimethylamino)pyri^^ 

N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-(trifluorom 

4-bromo-N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-m 

N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-iodoben 

N-(cis-4-{[4-(dimethylamino)pyri^^ 

3-chloro-N-(cis-4^4-(dimethylam^^^^ 

N-(cis-4-{[4-(dimethylamino)pyrimM^ 

N-(cis-4-{[4-(dimethylamino)pyri^^ 

N-(cis-4-{[4-(dimethylamino)pyrM 

2 5-dichloro-N-(cls-4-{[4-(dime^^ 

1- benzyl-3-tert-butyl-N-(cte^^^ 

N-(cls^-{[4-(dlmethylamino)pyrlmidin-2-yl]amino}cyclohexyl)-2-(1-napm 

2- (4<hlorophenoxy)-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}^cl^ 

1- (4K:hlorophenyl)-N-(cis^-{[^ 

3- (2<hloro-6-fluorophenyl)-N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]ami^ 

4- carboxamide; 

N-(cls-4-{[4-(dimethylamino)pyrlmidin-2-yl] amino}cyclohexyl)-4-fluoro-3-(trifluoromethyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)pyrimi^ 

id©; 

N-(cis-4-tf4-(dimethylamino)py^ 

N-(cls-4-{[4-(dimethylamino)pyrimid^^ 

N-(cis-4-{[4-(dimethylamino)pyrim^ 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyc!ohexyl)-3-(trifluorom 
N-(cis-4-{[4-(dimethylamino)pyrimidjn-2-yl]amino}cyclohexyl)-2-(pentafluoro 

2- (3<hlorophenoxy)-N-(cis-4-{[4-(d^ 

3- (2,6-dichlorophenyl)-N-(cis^[4-(dime%Iamino)pyrimidin-2-yl]amino )cyclohexyl)-5-methylisoxazole-4-car- 
boxamide; 

N-(cis^-{[4-(dimethylamino)pyri^ 

N-(cis-4-{[4-(dimethylamino)pyrimi^^ 

N-(cis-4-{[4-(dimethylamino)pyr^ 

2-(4^hlorophenoxy)-N-(cte-4-{[4-(dimethylamino)pyrlmidin-2-yl]amlno} 

2- (2,3-dihydro-1-benzofuran-5-yi)-^ 

4- carboxamide; 

3- tert-butyl-1-(2,4-dlchlorobenzyl)-N-(cis-4-{[4-(dimethylamin^^ 

5- carboxamide; 

6- chloro-N-(cis^-{[4-(dimethylam^ 
N-(cis-4-{[4-(dimethylamlno^ 
5-(4^hloro-2-nitrophenyl)-^ 
N-(cis-4-{[4-(dimethylamino)pyr^^ 
N-(cis-4-{[4-(dimethylamino)pyrimid^ 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)-5^ 
N-(cis-4-{[4-(dimethylamino)pyrimidin^ 
N-(cis-4-{[4-(dimethylamino^ 
1-benzyl-N«(cis^-{[4-(dime%^ 

3-acetyl-N-(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cycIohexyl)-benz 

5-bromo-N-(cis^-{[4-(dimethylami^ 

5-(4K:hlorophenyl)-N-(cis-4-{[4-(dime^^ 

4.5- dibromo-N-(cis-4-{[4-(dimethylam^ 
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2- (3,5-di4ert-butyM-hydroxyp^^ 

N 2 ) N 6 -dibenzoyl-N-(cis^[4-(dlmethylamino)pyrimidin-2-yl]amino}^clohexyl)-ly^ 

3- (dimethytamino)-N-(cis-4-{[4-(d^ 

4 ( 5-dibromo-N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}^clohexyl)-2-furam^de; 
N-(cis-4-p-(dlniethylamino)pyrimidin-2-yl]amlno)cyclohexyO 
N-(cls-4-{[4-(dimethylamino)pyrimta^ 
N-(cls^-{[4-(dlmGthylamino)pyrimldln-2-yl]amlno)cyclohe^ 

4- (4^romophenyl)-N-(cis^[4-(di^ 
mido; 

3,5-dichloro-N-(cis-4^4-(dime%lam^^ 
z amide; 

N-(cls-4-{[4-(dimethylamino)pyrimM 
4-oxobutanamide; 

N-(cis-4^4-(dimethylamino)pyrimM^ 

pyrrole-3-carboxamide; 

N-(cis-4-{[4-(dim0thylamino)pyrim^ 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino^ 

N 2 ^enzoyl-N 5 -(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}^d^ 

N-(cis^-{[4-(dimethylamino)pyrimidin-2^ 

3-benzoyl-N-(cis-4-{[4-(dimethylamino^ 

N-(cis^-{[4«(dimethylamino)pyrimidi^ 

N-lcis^-^-jdlmethylaminoJpyrimidin^-yllarninoJcycIohexyO-N'-ttl R)-1 -(1 -naphthyl)ethyl]phtha!amide; 
(2S)-2-(3-benzoylphenyl)-N-(cis^-{[4-(dime%^ 

N'-(cis^{[4-(dimethylamino)pyrimidin-2-yl]amino}cycloh©)<yl)-N,N-bi8 [(1 S)-1 -phenylethyljphthafamide; 

N-(cis-4-{I4-(dlmethylamino)pyrimidin-2-yl]amino}cyclohexyl) 

zylidene]-1 H-inden-3-yl acetamide; 

N-(cis-4-{[4-(dimethylamino)pyrimid^^ 

3-(benzyloxy)-N-(cis^-{[4-(dimethylamino^^ 

N-(cis-4-{[4-(dlmethylamino)pyr!midin-2-yl]amino}cyclohexyl)-2-methy 

1- {2-[(2-chloro-6-fluorobenz^)th^ 
thyl-5-phenyl-1H-pyrrole-3-carboxamide; 

N-(cls^-{[4-(dimethyIamjno)pyrimidin-2-yl]amino)cyclohexyl)-2-phenoxybenzami 
N-(cis-4^4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexylV2 

2- [4-(4<;hlorophenyl)-2-phenyM,3-thiazo^ 
acetamide; 

N-(cis-4-{[4-(dimethylamino)pyrim^ 
amide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)-5-(3-nitrophenyl)-2-fu 

3- chloro-N-(cis-4^[4-(dimethylam^ 
ophene-2-carboxamide; 
N-(cis-4-{[4-(dimethylamino)pyrimM^ 
ophene-2-carboxamide; 
N-(cis-4-{[4-(dlmethylamino)pyrim^^ 
N-(cis-4-{[4«(dimethylamino^^ 
N-(cis-4-{[4-(dimethylamino)pyrim^^ 
N-(cis-4-{[4-(dlmethylamino)pyrimi^^ 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl] amino}cyclohexyl)-2-mesityl-2-oxoacetamide; 
3,5-di-tert-butyl-N-(cis^-1[4-(dimethylamino)pyrimidin-2-yl]aminoKycl^ 

4- chloro-N-[(cis^-{ [4-(dimethyl^ 

(2E)-N-[(cis^-{[4-(dimethyiamino)pyrimidin-2-yl]amino)cyclohexyO-methyO-3-phenylacrylami 

4^hloro-N-[(cis^-{[4-(dimethylamino)py^ 

2-(4<:hlorophenyl)-N-[(cis-4-{[4-(dime^ 

3 f 5-dichloro-N-[(ci3-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} -cyclohexyl)methyl]-benzamide; 

3,4-dichloro-N-[(cis^[4-(dimetW 
N-[(cis-44[4-(dimethylamino)pyrimid^^^^ 

2,4-dichloro-N-[(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)met 

N-[(cis-4^[4-(dimethylamino)pyrimidin-2-yQamino}cyclohexyl)methyl]-2^henoxybutan 

N-[(cis-4^4-(dimethylamino^^ 
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Nl(cis-M[4-(dimethylamino)pyrimidin-27Q 

N4(cis-4H[4-(dimemylamlno)pyrimldln-2^namlno}cyclohexyl)methylJ-2-(4-methoxyphenyO 
N-[(cis-4^4-(dimethylamino)pyrimidin-2-yOamino}cyclohexyl)methyQ-3,5-bis(trifluorom 

(2E)-N-[(cis^{[4-(dimethylamlno)pyrimidin-27l^ 
2-(2*romophenyl)-N4(cis-4-«4-(dimethylamlno^ 

N-[(cis-4^4-(dlmemylamino)pyrimidin-2-yOamino}cyclohexyl)methyll-2-(propylt 
N-[(cls-4^4-(dlmethylamino)pyrimldin-2-yQamlno)cyclohexyl)methyn-2-(1-naphthyO-acetam 

N-[(cis-4^[4-(dimethylamino)pyrimidin-2-yQ^ 

N-[(ci8^[4-(dimethylamino)pyrimidin-27Gamino)cyclohexyl)methyO-2,4,6-trimethyto 

2 4 64rtehloro-N-[(cis^[4-(dlmethylamto 

(2EW(2^hlorophenyl)-N-[(cis^[4-(dirrrathyl^^^ 

N-[(cls-4^4-(dimemylamlno)pyrimidln-2-yOamlno^^ 

N4(cis-4^[4-(dimethylamino)pyrimidin-2-yOamino}cyclohexyl)rnethyO-2,3-diphenylpropanamide; 
N-[(cls-4K[4-(dimethylamino}pyrimidin-27Qamino}cyclohexyl)methyn-5-iodo-2-furam 

(2E)-N-[(cis-4-{[4-(dimethylamlno)pyrimM^ 
N4(cis-4^4-(dimethylamino)pyrimidin-2-yQamino^ 

2-benzyl-N-[(cis^H[4-(dimethylamino)pyrimidin-2-yQamino}cyclohe)(yl)^ethyl]-benzamide; 

2 2-bis(4<hlorophenyl)-N^(cis^-{[4-(dimethylamino)pyrimidin-2-yOamino}cyclohexyl)-methyl]acetamide; 

N4(cis^4-(dimethylamino)pyrimidin-2-yllamino)cyclohexyl)methyl]-3-methyM-nrt 

N-[(cis-4^[4-(dimethylamino)pyrimidin-2-yn^^ 
N-[ C is-4^4-(dlmethylamino)pyrimidin-2-y^^ 

N-[(cis^[4-(dimethylamlno)pyrimidin-2-ynamino}cyclohexyl)methyO-9H-xanthene-9<:arboxamide 

2-(1-benzothien-3-yl)-N-t(cis^[4-(dimethylamino)pyrimidin-2-ynamino}cyclohexyl)^ethyl]acetamide; 

N-[cis-4-(4-dimethylamino-pyrimidin-2-ylamino)-<^clohexyl]-2-(4-fluoro-phenoxy)-nicotinamid^ 

N-[cis-4-(4-dimethylaminoi3yrimidin^ 

C-[cls-(4<hloro^henyl)^thyl-amino]-N-[4-(4-dimethylamino-pyrimidin-2-ylamlno)^clohexyO-a^ 

2- (3,4-difluoro-phenyl)-N-[cis^-(4Klimethylaminoi)yrimidin-2-ylamino)-<^lohexyl]-acetamide; 

4- chloro-N-[cis4-(4-dimethylamino-pyrimidln-2-ylamino)<yclohexyQ-3-fluoro-benzamide; 

5- bromo-N-[cis^-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyQ-nicotinamide; 
3^hloro^-fluoro-NKcis^-(4-methylamino-pyrimidin-2-ylamino)^clohe)<yn-bonzamido; 
N^cis-4-(4-dimethylamino-pyrimidln-2-ylamino)-cyclohexyl]-4-fluoro-benzamide; 

3- chloro-N-[cis4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyl]-S-fluoro-benzamide; 
N^cis-4-(4-dimethylaminoi)yrimidin-2-ylamino)<yclohexyll-3,4 1 5-trifluoro-benzaniide; 
N^cis-4-(4-dimethylaminoi>yrimidin-2-ylamino)-cyclohexylmethyll-3,4-difluorobenzamide; 

2- {34-dichloro-phenoxy)-N-[cis-4-(4-dim8thylamino-pyrimidin-2-ylamino)-cyclohoxyl]-a(»tam 
N-[cis-4-(4-dimethylamlnoi>yrimidin-2-ylamlno)-cyclohexyl]-2-(3-methoxy-phenoxy)-aceta 
N-[cls-4-(4-dimethymamino-pyrimidin-2-ylamino)-cyclohexyl]-C-(ethyhphenyl-amino)-acetamide; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0105] In some embodiments, compounds of the present Invention are of Formula (I) wherein the compound is s 
lectedfrom the group consisting of: 

3- bromo-N-(cis^[4-(dimethyiamino)pyrimidin-2-yl]amino}cyclohexyl)-benzamlde; 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)-2,1,3-benzoxadiazole-5-carboxamide; 

3- chloro-N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-benzamide; 

4- chloro-N-(cis^[4-(dimethylamlno)pyrimidin-2-yl]amino}cyclohexyl)-3-nitrobenzamide; 
S.S-dichloro-N^cis^^-tdimethylaminoJpyrimidin^-yllaminoJ-cyclohexylJbenzamide; 
3i4-dichloro-N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)benzamide; 
^-(cis^^-fdimethylaminoJpyrimidin^-yllaminoJcyclohexyO-S^-difluorobenzamide; 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yllamino)cyclohexy0-3-nitrobenzamide; 
N-(cis-4-[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-(trifluoromethoxy)-benzamide; 
4-bromo-N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-methylbenzamide; 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)-3-iodobenzamide; 
3-chloro-N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-4-fluoroben2amide; 
N-(cis-4-fl4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexy0-3 1 5-dimethoxybenzamide; 
N-(cis-4-[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)-3,5-bls(trifluoromethyl)-benzamide; 
N-(cis^-tt4-(dimethytamino)pynmidin-2-yllamino}cyclohexy0-4-fluoro-3-methylbenzamide; 
2-(4-chlorophenoxy)-N-(cis-4-{[(4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)-acetamide; 
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N-(cte^4-(dimethylam^ 

N«(cis-4-{[4-(dimethylamlno)pyri^^^ 

ide; 

N-(cis-4-{[4«(dimethylamino)pyrinudin^ 
N-(cls-4-{[4-(dlmethylamino)pyrimidin-2-yl]amino{cycloh 

2- (3*hlorophenoxy)-N-(cis-4-{[4-(dimethyl^^ 

3- (2,6-dlchlorophenyl)-N-(cis-4^[4-(dime^ 
boxamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2^ 
N-(cis^-fl4-(dimethylamino)pyrimidin^^ 
2.(2,3-dihydro-1-benzofuran^-yl)-N-(cis^[4-^^ 

4- carboxamlde; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cycloh8xyl)-2-(2-thienyl)-^ 

5- (4K:hloro-2-nitrophenyl)-N-(cis-4-{^ 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-3-me 
5-bromo-N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-2-furam 
5-(4^hlorophenyl)-N-(cis^{[4-(dimethylam^ 

2- (3 l 5-di4ert-butyM-hydroxyphenyl)-N-(cis^-{[4-(dimethylamino)-pyrimidin^ 

4 5-dibromo-N-(cis-4^4-(dime^ 
N-(cte-4-{[4-(dimethy1amino^ 

N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)}cycloh^^^^ 
4-oxobutanamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohe^ 
N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)-2-(ethylt 

N'-(cis^-{[4-(dimethyla^ 

3- (benzyloxy)-N-(cls^-{[4-(dimethylamino)pyrimldin-2-ynamlno}^clohexyl)-^ 
N-(cis-4-[4-(dimethylamino)pyrimid^ 

1- {2-[(2^loro-6-fluorobenzyl)thio]e%0-N-(cis-4-{[4-(dimethylamino)-pyrim 

thyl-5-phenyl-1 H-pyrrole-3-carboxamide ; 

2- [4-(4-ehlorophenyl)-2-phenyl-1,3-thiazol^ 

acetamide; 

N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}c^clohexyl)-5-nltrothiophen 

N-(cis-4-{[4-(dimethylamino)pyrim^ 

3,5-di-tert-butyl-N-(cis^-{[4-(dimethy^ 

N-[(cis^[4-(dimethylamino)pyrimidin^ 

N-[(cIs-4^[4-(dlmethylamlno)pyi1midin^ 

(2E)-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl] amino}cyclohexyl)-methyl]-3-(4-nitrophenyl)acrylamide; 

N-[(cis-4^[4-(dimethylamino)pyrimidin-2-y0amino}cyclohexyl)me 

N-[(cis-44[4-(dimethylamino)pyrimidin-2-y0amino}cyclohexyl)methyl]-2-(2 l 3,6-tri 

(2E)-N4(cis-4-{[4-(dimethylamlno)pyrimid^^ 
N-[(cis-4^4-(dimethylamino)pyrimidin-2-y0a 

2,2-bls(4K:hlorophenyl)-N-t(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cycto 

N-[(cls^[4-(dimethylamino)pyrimidin-2-^^ 

N-[(cis-4^4-(dimethylamino)pyrimidin-2-^^ 

N-[(cis-44[4-(dimethylamlno)pyrimidin^^ 

N-[(cis-44[4-(dimethylamlno)pyrimidin-2-y^ 

2-(1 -benzothien-3-yl)-N-[(c^^ 

N-[cls-4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyl]^ 

N-[cis-4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyl]-C-(ethyl-phenyl-amin 

C-[cis-(4K:h!oroi>henyl)-ethyl-amino]-N-[4-(4-dimethylamino-pyrim 

4K:hloro-N-[cis^-(4-dimethylamino-pyrM^^ 

N-[cis-4-(4-dimethylamino-pyri 

2-(3,4-dichloro-phenoxy)-N-(cis-4-(^ 

N-[cis-4-(4-dimethylamino-pyrimidin-2-y^ and 
N-[cis-4-(4-dimethylaminoi)yrimidin-2-yta^^ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0106] In some embodiments of the present Invention, R, is selected from the group consisting of: 
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(i) q.g aikyl, and 

C^j aikyl substituted by substltuent(s) Independently selected from the group consisting of: 

• C^g alkoxy carbonyl, 

• C^alkylthlo, 

• carbocyclic aryl, 

• carbocycllc aryl substituted by substttuent(s) Independently selected from the group consisting of: 

» halogen, 
•• alkyl, and 
C 2 . 5 alkenyl, 

(il) C 3 ^ cycloalkyl, 

C M cycloalkyl substituted by carbocycllc aryl, 
(ill) carbocycllc aryl, and 

carbocycllc aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• alkyl, 

• C^s alkyl substituted by halogen, 

• C^g alkoxy carbonyl, 

• C^g alkoxy, 

• C M cycloalkoxy, 

• carbocycllc aryloxy, 

• C-j.galkylthio, and 

• carbocycllc aryl, 

(Iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• C^s alkyl, 

• C^s alkyl substituted by halogen, and 

• carbocycllc aryl; 

L is Formula (VII); 
Yis-C(0)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl is 2,3-dihydro-benzo[1 ,4]dioxinyl, 3,4.dihydro-2H-benzo[b][1,4]dioxepinyl, benzo[1 ,3]dioxolyl, 

furyl, or isoxazotyl; and 

halogen isfluoro, chloro, bromo, or iodo; 

or a pharrnaceutically acceptable salt, hydrate, or solvate thereof. 
[0107] In some embodiments of the present invention, R 2 is methylamino or dimethylamino; p is 0; R 3 and R 4 are 
hydrogen; A is a single bond; B is a single bond or -CH 2 -: R 5 Is hydrogen; or a pharrnaceutically acceptable salt, 
hydrate, or solvate thereof. 

[0108] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(0 C^s alkyl, and 

C^g alkyl substituted by carbocyclic aryl, 
(Ii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• nitro, 

• C^s alkyl, 

• C^s alkyl substituted by halogen, 
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• C,. s alkoxy, and 

* C 3>6 cycloalkoxy, 

(iii) heterocyclyl, and 

heterocyclyl substituted by C,. 5 alky I, and 
heterocyclyl substituted by carbocyclic aryl; 
wherein carbocycllc aryl is phenyl or naphthyl; 
heterocyclyl is isoxazolyl; and 
halogen isfluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0109] In some embodiments, compounds of the present Invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

N-tcis^-p-tdimethylaminoJpyrimidin^-yllaminoJcyclohexyO-N'-mesitylurea; 

N-(cis-4-fl4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)-N'-(2,4,6-trichlorophenyl)-urea; 

N-(cis-4-ff4.(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)-N'-(2,4,6-tribromophenyl)-urea; 

N-(2,4-dibromo-6-fluorophenyl)-N'-(cis-4-{[4-(dimethylamino)pyrimidln-2-yriamino}-cyclohexyl)urea; 

N-(<^-4-fl4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)-N , -(diphenylmethyl)urea; 

N-(4-bromo-2,6Klimethylphenyl)-N'-(cis-4-{t4-(dimethylamino)pyrimidin-2-yOamino}-cyclohexyl)urea; 

N-fcis-A-^-tdimethylaminoJpyrimidin^-yllaminolcyclohexylJ-N'-tl-tl-naphthyOethyll-urea; 

N-(cis-4-a4-(dimethylamino)pyrimldln-2-yl]amino)cyclohexyl)-N , -(3,4,5-trimethoxyphenyl)urea; 

N-(4-chloro-2-methylphenyl)-N'-(ci8-4-{[4-(dimethylamlno)pyrimidin-2-yl]amino}<yclohexyl)urea; 

N-lS-chloro^^-dimethoxyphenylJ-N'-tcis^-fl^tdimethylaminoJ^yrimidin^-yQaminoJ-cyclohexyOurea; 

N-(4-bromo-2-methylphenyl)-N'-(cis-4-{[4-(dlmethylamino)pyrimidin-2-yl]amlno}-cyclohexyl)urea; 

N-(2 6-dibromo-4-isopropylphenyl)-N , -(cls^H[4-(dlmethylamino)-pyrimidln-2-yl]amino}-cyclohexyOurea; 

N-3Wlopentyloxy)^me*oxyphenyl]-N^(cis-4-{[4-(dimethylamino)-pyrimidin-2-yl]-amino}cyclohexyl)ure^ 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-ynamino}cyclohexyl)methyll-N , -(2.6-dimethylphenyl)urea; 

N-(2 4-difluorophenyl)-N , -[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)-methyl]urea; 

N-[(cis-4-{[4-(dimemylamino)pyrimidin-2-yflamino}cyclohexyl)methyl]-N'-(2-ethyl-6-methylphenyl)urea; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yQamlno}cyclohexyl)methyn-N'-(4-fluorophenyl)urea; 

N-[(cis-4-{[4-(dimethylamino)pyr1midin-2-yl]amino}cyclohexyl)methyl]-N'-mesitylurea; 

N-[(cis-4H[4-(dimethylamino)pyrimidin-2-yOamino}cyclohexyl)methyO-N'-(2,4,6-trichlorophenyl)urea; 

N-[(cis-4-{[4-(dlmethylamino)pyrimidin-2-y^ 

N-(2 4-dibromo-6-fluorophenyO-N , -[(cis-4-{[4-(dimethylamino)pyrimidin-2-yGamino}-cyclohexyl)methyl]urea; 

N-(2'6-dlethylphenyl)-N4(cis-4-{[4-(dime1hylamino)pyr1mldin-2-yl]amino)cyclohexyl)-methyl]urea; 

N-[2<hloro-6-(trifluoromethyOphenyl]-N4(cis-4-«4-(dimethylamino)-pyrimidin-2-yq-amino)cydohexyl)methy^ 

N-(2-chloro-6-methylphenyl)-N■-[(cis-4^[4-(dimethylamino)pyrlmidin-2-yl]amino}-cyclohexyl)methyQurea; 

N-[(cis^-{[4-(dimethylamino)pyrimidin-2-ynamino}cyclohexyl)methyl]-N'-(2-ethyl-6-isopropylphenyl)urea; 

N-[(cls-4H[4-(dimethylamino)pyrimidln-2-yQamino}cyclohexyl)methyO-N^(2-isopropyl-6-methylphenyOurea^ 

N-[(cis-4H[4-(dimethylamino)pyrimidin-2-yl]amino}(^clohexyl)methyn-N , -(2HT)ethyl-3-nrtrophenyl)urea; 

N-f(cis-4-{[4-(dimethylamino)pyrimidln-2-yOamino}cyclohexyl)methyl]-N , -(2-propylphenyOurea; 

N-(2-tert-butyl-6-methylphenyO-N'-[(c^ 

N-(2-tert-butylphenyl)-N , -[(cis-4-{[4-(dimethylamino)pyrimidin-2-yGamino}cyclohexyl)-methyl]urea; 

N-(3-chloro-2-methylphenyl)-N'-[(cls-4-{t4-(dlmethylamino)pyrimldln-2-yl)amlno}-cyclohexyl)methynurea; 

N-(4-bromo-2,6-difluorophenyl)-N'-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}^clohexyl)methyl]urea 

N-[4-chloro-2-(trinuoromethyl)phenyl]-N4(cis^^ 
urea; 

N-rfcis^-f^-tdimethylaminoJpyrimidin^-yGaminoJcyclohexylJmethyll-N'-tdiphenylmethyOurea; 

N-(4-bromo-2,frdimethylphenyl)-N4(cis-4-fl4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)methyl]urea; 

N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yOamino}cyclohexyl)methyl]-N^(3-methyl-5-phenylisoxazol-4-yl)urea; 

N-(3 5-dichlorophenyl)-N'-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yll-amino)cyclohexyl)-methyl]urea; 

N.(2'3-dichlorophenyl)-N'-[(cis-4-a4-(dimethylamino)pyrimidin-2-yl]-amino}cyclohexyl)-methyl]urea; 

N-(2 , 6-diisopropylphenyl)-N , -[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]-amino}-cyclohexyl)methyQurea; 

N .[(cW4-{[4-(dimethylamino)pyrimidin^ 

N-(2 6-dibromo-4-fluorophenyl)-N'-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl)methyl]urea; 
N-(2 , 6-dlchlorophenyl)-N'-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]-amino}cyclohexyl)-methyl]urea; 
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N-[(cis-4^[4-(dime%^ 

N-[(cis-4^4-(dimethy1a^ 
N-(3,4-difluorophenyl)-N4(cis^[4^ 

N-(3i5-difluorophenyl)-N4(cis^[4-(d^ and 
N-(3^loro-4-fluorophenyl)-N4(cis-4-{[4-(d^ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0110] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(i) Oj.g alkyl, and 

alky! substituted by substituent(s) independently selected from the group consisting of: 

• arbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
•• C^s alkoxy, 

(ii) carbocyclyl, 

(Hi) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• a, . 5 alkyl, 

• C 1 . 5 alky I substituted by halogen , 

• C.,_ 5 alkoxy carbonyl, 

• C^s alkoxy, 

• C^s alkoxy substituted by halogen , 

• mono-C^g alkylamino, 

• di-C|.5 alkylamino, and 

• carbocyclic aryl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• C-j.s alkyl, 

• C^s alkoxy carbonyl, and 

• carbocyclic aryl; 

Lis Formula (VIII); 
Y is -C(S)NR 5 -; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is bicyclo[2.2.1]heptyl; 

heterocyclyl is 2,3-dihydro-benzo[1 ,4]dioxinyl, benzo[1 ,3]dioxolyl, isoxazolyl, orthienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0111] In some embodiments of the present invention, R 2 is methylamino, or dimethylamino; p is 0; R 3 and R 4 are 
hydrogen; A is a single bond; B is a single bond or -CH r ; R 5 is hydrogen; or a pharmaceutical^ acceptable salt, 
hydrate, or solvate thereof. 

[0112] In some embodiments of the present invention, R«j is selected from the group consisting of: 
carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 
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• cyano, 

• C V5 alkyl, 

• C^g alkoxy, 

• mono-C^s alkylamino, and 

• di-C^g alkylamino; 

wherein carbocyclic aryl Is phenyl or naphthyl; and 
halogen isfluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0113] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is 
lected from the group consisting of: 

N-(4^anophenyl)-N'-(cis-4^4-(di^ 

N-(24-dimethoxypheny1)-N'-(cte^ 

N-(ciU-{[4-(dimethyl^^^ 

N-(3 4^lmethoxyp^ 

N^dlmrthy^ 

N-(cis-444-(dimethylamino)pyrimidin^ 
N-(cis-4-{[4-(dimethylamino)pyrimi^ 
N44-bromo-2,6-dimethylphenyl)-NMcis^[4^^ 
N-(5^loro-2,4-dimethoxyphenyl)-N4cis-W^ 

N-(2 4^ibromo.6-fluorophenyl)-N4cis-4^4-(dimethylamino)pyrimidln-2-yl]amino}^ and 
N-(2!4-dichloro-6-methylphenyQ-N^ 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0114] In some embodiments of the present invention, R, is selected from the group consisting of: 

(i) C< a alkyl, and . 

C^e alkyl substituted by substltuent(s) independently selected from the group consisting of: 



halogen, 
C^alkoxy, 

C^j alkoxy substituted by carbocyclic aryl, 

carbocyclyl, 

carbocyclic aryl, 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 



halogen, 
•• nltro, and 
0^5 alkoxy, 



(ii) C 2 . 5 alkenyl, 
(Hi) carbocyclyl, 
(iv) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 



• halogen, 

• alkyl, 

• C^ 5 alkyl substituted by halogen, and 

• C^s alkoxy; 

Lis Formula (VII); 
Y is -C(0)0-; 

wherein carbocyclic aryl is phenyl or naphthyl; 
carbocyclyl is 9Wluorenyl or menthyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
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or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0115] In some embodiments of the present Invention, R 2 is methylamlno or dlmethylamlno; p Is 0; R 3 and R 4 are 
hydrogen; A Is a single bond; B Is a single bond or -CH 2 -; or a pharmaceutical^ acceptable salt, hydrate, or solvate 
thereof. 

[0116] In some embodiments of the present Invention, Q is Formula (IV); p is 1 or 2; 
R 1 is selected from the group consisting of: 

(i) C^e alkyl, and 

Cms alkyl substituted by substituent(s) independently selected from the group consisting of: 

• hydroxy, 

• oxo, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substrtuent(s) independently selected from the group consisting of: 

halogen, 
•• C^g alkyl, 

- 0^5 alkyl substituted by halogen, and 
•• C^s alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by substltuent(s) independently selected from the group consisting of: 

•• halogen, 

» C 1a5 alkyl, and 

- C^s alkyl substituted by halogen, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• C^s alkoxy, and 

•• C^s alkyl, 

• carbocyclic arylsulfinyl, 

• carbocyclic arylsulfinyl substituted by substituent(s) Independently selected from the group consisting of: 

halogen, 
C^g alkyl, and 
" C^s alkyl substituted by halogen, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by substrtuent(s) independently selected from the group consisting of: 

•• halogen, 

** C 1a5 alkyl, and 

C^s alkyl substituted by halogen, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
nitro, 

•• C^g alkylcarbonylamino, 

•• c 3-6 cycloalkylcarbonylamino, 

•• C^s alkyl, 

m C^s alkyl substituted by halogen, 

•• C^g alkoxy, and 
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- Cv 5 alkoxy substituted by halogen, and 

• heterocyclyl, 
(N)C3. 12 cycloalkyl, and 

0^2 cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by substitutent(s) independently selected from the group consisting of: 

C1 -5 alkoxy, 
halogen, 
» C^s alky I, and 

- C 1 . 5 alky I substituted by halogen, 

(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C 1 10 alkyl, 

• c t . 10 alkyi substituted by substituent(s) independently selected from the group consisting of: 

•♦ halogen, and 
•• hydroxy, 

• C^g alkoxy, 

• alkoxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
carbocyclic aryl, 

• carboxy, 

• C^alkoxycarbonyl, 

• di-C^s alkylamino, 

• C 1 . 5 alkylcarbony lamino, 

• C3-6 cycloalkylcarbonylamino, 

• Cvgalkylthio. 

• C^alkylsulfinyl, 

• C<|. 5 alkylsutfonyl, 

• carbocyclic aryl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• amino, 

t ^.5 alkyi, 

• C^s alkyi substituted by halogen, 

• C A _ 5 alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 
C^s alkyi, 

•• C^g alkyi substituted by halogen, and 
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alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by halogen, 

• heterocyclyl sulfonyl, 

• heterocyclyl sulfonyl substituted by alkyl, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• C^alkylthio, 

• C^s alkylsutfinyl, 

• carbocyclic arylsutfinyl, 

• carbocyclic arylsutfinyl substituted by halogen, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by substituents(s) independently selected from the group consisting of: 

m halogen, 
C^g alkoxy, 

— alkyl, and 

— 0^5 alkyl substituted by halogen, 

R 2 Is selected from the group consisting of: 

amino, C A . S alkyl, alkoxy, -ISKR^Rab), wherein is hydrogen or alkyl and R 2b is C^ 5 alkyl or C 3 ^ 
cycloalkyl; 

wherein carbocyclic aryl is phenyl or naphthyl; 

heterocyclyl Is 3,4-dihydro-IH-isoquinollnyl, benzo[1 ,3]dioxolyl, furyl, isoxazolyl, oxazolyl, pyrazolyl, pyrazi- 
nyl, pyridyl, pyrimidyl, orthienyl; and 

halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0117] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(i) C^e alkyl, and 

C^e alkyl substituted by substituent(s) independently selected from the group consisting of: 

• oxo, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substrtuent(s) independently selected from the group consisting of: 

— halogen, 
C^g alkyl, 

" alkyl substituted by halogen, and 

C^s alkoxy, and 
•• C v5 alkoxy substituted by halogen, 

(ii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic arylsutfinyl, and 

• carbocyclic arylsutfinyl substituted by halogen, 

L is Formula (VII); 

Y is a single bond or -CH 2 -; 

Rg is -NfRgaMRsb), wherein R 2a is C,. 5 alkyl and R^ is alkyl; 
carbocyclic aryl is phenyl; 
heterocyclyl is pyrazinyl; and 
halogen is fluoro, chloro, or bromo; 
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or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[01 18] In some embodiments of the present Invention, R 1 Is selected from the group consisting of: 

(0 C^e alkyl, and 

C«m 6 alky! substituted by substituent(s) Independently selected from the group consisting of: 

• carbocycllc aryl, 

• carbocycllc aryl substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
C t . 5 alkoxy, 

(ii) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocycllc arylsulfinyl, and 

• carbocycllc arylsulfinyl substituted by halogen, 

R 2 is -NfRjjaMRa,), wherein is C A _ S alkyl and R^ is C,* alkyl; 
carbocycllc aryl is phenyl; 
heterocyclyl is pyrazinyl; and 
halogen is fluoro or bromo; 

or a pharmaceuticaily acceptable salt, hydrate, or solvate thereof. 
[0119] In some embodiments of the present invention, R A is selected from the group consisting of: 

heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic arylsulfinyl, and 

• carbocyclic arylsulfinyl substituted by halogen, 

R 2 is -NKRgaXRgb). wherein Ffea is alkyl and R^ is alkyl; 

carbocyclic aryl is phenyl; 

heterocyclyl is pyrazinyl; and 

halogen is fluoro; 
or a pharmaceuticaily acceptable salt, hydrate, or solvate thereof. 

[0120] In some embodiments of the present invention, p is 1 and T is alkyl; Ffe and R 4 are both hydrogen; A and 
B are both single bonds: or a pharmaceuticaily acceptable salt, hydrate, or solvate thereof. 
[0121] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

NMcis-4-[(3,5-dimethoxybenzyO 
N^cis^-[(3-bromobenzyl)amM 

NScis-4-[(3,4-difluorobenzyDamino]c^^ and 
N 2 -[cls^-({6-[(3 f 4-difluorophenyl)sumnyl]pyrazin-2-yl}amino)cyclohexy 

amine; 

or a pharmaceuticaily acceptable salt, hydrate, or solvate thereof. 
[0122] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is: 

N2^ c j s ^_({6-[(3,4-difluorophenyl)su 
amine; 

or a pharmaceuticaily acceptable salt, hydrate, or solvate thereof. 
[0123] In some embodiments of the present invention, R-j is selected from the group consisting of: 

(i) C^q alkyl, and 
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C^e alkyl substituted by substituent(s) independently selected from the group consisting of: 
hydroxy, 

carbocyclic aryloxy, 

carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• C^s alkyl, 

- C^s alkyl substituted by halogen, and 
•• C^s alkoxy, 

heterocyclyloxy, 

heterocyclyloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• C^g alkyl, and 

•• C^g alkyl substituted by halogen, 
mono-carbocyclic arylamino, 

mono-carbocyclic arylamino substituted by substituent(s) independently selected from the group consisting 

- halogen, 

- 0^5 alkoxy, and 
C^s alkyl, 

carbocyclic arylsulfinyl, 

carbocyclic arylsulfinyl substituted by substituent(s) independently selected from the group consisting of: 

» halogen, 

■• C^g alkyl, and 

- C^s alkyl substituted by halogen, 
carbocyclic arylsulfonyl, 

carbocyclic arylsulfonyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
C^s alkyl, and 

- c V5 alkyl substituted by halogen, 

carbocyclic aryl, 

carbocyclic aryl substituted by substltuent(s) independently selected from the group consisting of: 

•• halogen, 

•• C^s alkyl, 

•• C V5 alkyl substituted by halogen, and 

- Cj.5 alkoxy, 

C 3 . 12 cycloalkyl, and 

0^2 cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 
carbocyclic aryl, and 

carbocyclic aryl substituted by substitutent(s) independently selected from the group consisting of: 

C^s alkoxy, 
•• halogen, 
C^g alkyl, and 

- C 1<5 alkyl substituted by halogen, 
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(iii) carbocyclic aryl, and 

carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C^q alkyl, 

• C^q alkyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
•• hydroxy, 

• C^alkoxy, 

• C^g alkoxy substituted by halogen, 

• carboxy, 

• C t . 5 alkoxycarbonyl, 

• di-C 1-5 alkylamino, 

• 0^5 alkylcarbonyiamino, 

• cycloalkylcarbonytamino, 

• C^j alkylsulfonyl, and 

• cartocyclic aryl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• hydroxy, 

• amino, 

• C^s alkyl, 

• C 1-5 alkyl substituted by halogen, 

• C^g alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
C 1 . 5 alkyl, 

•* C^s alkyl substituted by halogen, and 
C,. 5 alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by halogen, 

• heterocyclyl sulfonyl, 

• heterocyclyl sulfonyl substituted by C 1-5 alkyl, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• C^g alkytthlo, 

• C^s alkylsutfinyl, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by substrtuents(s) independently selected from the group consisting of: 

•• halogen, 

C t . 5 alkoxy, 

C 1-5 alkyl, and 
•• C t . 5 alkyl substituted by halogen, 

Lis Formula (VIII); 
Y is -C(O)-; 

R2 is selected from the group consisting of: 
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amino, alkyl, C,. 5 alkoxy, -N^^Ra), wherein Ffea js hydrogen or C,* aikyl and is C^ s alkyl or C 3 ^ 
cycloalkyt; 

wherein carbocyclic aryl is phenyl; 

heterocyclyl is benzo[1 ^Jdioxotyl, furyl, isoxazolyl, oxazolyl, pyrazolyl, pyrazinyl, pyridyl, pyrimidyl, orthienyl; 

and 

halogen is fluoro, chloro, bromo, or lodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0124] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(0 Cms a,k y | . and 

Cm 6 alkyl substituted by substituent(s) independently selected from the group consisting of: 

• hydroxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
•• C^g alkyl, 

" C 1a5 alkyl substituted by halogen, and 
C^g alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by halogen, 

• mono-carbocyclte arylamino, 

• mono-carbocyclic arylamino substituted by substituent(s) independently selected from the group consisting of: 

» halogen, 
•• 0^5 alkoxy, and 
C^s alkyl, 

• carbocyclic arylsulfinyl, 

• carbocyclic arylsulfinyl substituted by substituent(s) independently selected from the group consisting of: 

— halogen, 

** C V 5 alkyl, and 

•• C^s alkyl substituted by halogen, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by substituent(s) independently selected from the group consisting of: 

— C A . 5 alkyl, and 

•• alkyl substituted by halogen, 

• carbocyclic aryl, 

• carbocyclic aryl substituted by substituent(s) independently selected from the group consisting of: 

— halogen, 
C.|.5 alkyl, and 

99 C A . 5 alkyl substituted by halogen, 

(ii) cycloalkyl, and 

C 3-12 cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by substitutent(s) independently selected from the group consisting of: 
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•• C^g alkoxy, 

- halogen, 

•• C^s alkyl, and 

m C^s alkyl substituted by halogen, 
(ill) carbocyclic aryl, and 

carbocycltc aryl substituted by substltuent(s) Independently selected from the group consisting of: 

• halogen, 

• cyano, 

• nitro, 

• C 1a1 o alkyl, 

• Ci-io alkyl substituted by substituent(s) independently selected from the group consisting of: 

halogen, and 
•• hydroxy, 

• C^g alkoxy, 

• Ci . 9 alkoxy substituted by halogen , 

• carboxy, 

• C V5 alkoxycarbonyi, and 

• 0^5 alkylsuffonyl, 

(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• Cj * alkyl, 

• C^s alkyl substituted by halogen, 

• C^s alkoxy, 

• carbocyclic aryioxy, 

• carbocyclic aryioxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

•• . 5 alkyl, 

•• alkyl substituted by halogen, and 

•• C^s alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by halogen, 

• heterocyclyl sulfonyl, 

• heterocyclyl sulfonyl substituted by C V5 alkyl, 

• mono-carbocyclic arylamino, 

• mono-carbocyclic arylamino substituted by halogen, 

• C^alkylthio, 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by substituents(s) independently selected from the group consisting of: 

halogen, 
C^s alkyl, and 

C^s alkyl substituted by halogen, 
R 2 is selected from the group consisting of: 

C^g alkoxy, -N(R 2a )(R2b). wherein R^ is hydrogen or C,. 5 alkyl and R^, is C vs alkyl; 
wherein carbocyclic aryl is phenyl; 

heterocyclyl is benzo[1 ,3]dioxolyl, furyl, isoxazolyl, oxazolyl, pyrazolyl, pyridyl, or thienyl; and 



115 



EP 1 464 335 A2 

halogen isfluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0125] In some embodiments of the present invention, Rj is selected from the group consisting of: 

(0 Cms alkyl, and 

Cms alky' substituted by substituent(s) independently selected from the group consisting of: 

• hydroxy, 

• carbocycllc aryloxy, 

• carbocycllc aryloxy substituted by substituent(s) independently selected from the group consisting of: 

halogen, 
C^s alkyl, 

- C V5 alkyl substituted by halogen, and 
C^s alkoxy, 

• heterocyclyloxy, 

• heterocyclyloxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

** C 1a5 alkyl, and 

•• C^g alkyl substituted by halogen, 

• mono-carbocyclic arylamino, 

• mono<arbocycllc arylamino substituted by substituent(s) independently selected from the group consisting c 

- halogen, 

- Cj.5 alkoxy, and 
C^j alkyl, 

• carbocycllc arylsutfinyl, 

• carbocycllc arylsulfinyl substituted by substituent(s) independently selected from the group consisting of: 

- halogen, 

•• 0^5 alkyl, and 

•• C^s alkyl substituted by halogen, 

• carbocyciic aryl, 

• carbocyciic aryl substituted by substituent(s) independently selected from the group consisting of: 

•» halogen, 

"* Cj.5 alkyl, and 

- Cj.5 alkyl substituted by halogen, 
(II) C3-12 cycloalkyl, and 

C 3-12 cycloalkyl substituted by substituent(s) independently selected from the group consisting of: 

• carbocyciic aryl, and 

• carbocyciic aryl substituted by substitutent(s) independently selected from the group consisting of: 

C V5 alkoxy, 
halogen, 
** C1-5 alkyl, and 

C U5 alkyl substituted by halogen, 

(iii) carbocyciic aryl, and 

carbocyciic aryl substituted by substituent(s) independently selected from the group consisting of: 
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halogen, 
cyano, 
nitro, 

C,.,,, alkyl, 

C,. 10 alkyl substituted by halogen, 
C^g alkoxy, and 

C^g alkoxy substituted by halogen, 
(iv) heterocyclyl, and 

heterocyclyl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• Cls alkyl, 

• Clj alkyl substituted by halogen, 

• C,. 5 alkoxy, 

• carbocyclic aryloxy, 

• carbocyclic aryloxy substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, 

- C,* alkyl, 

•• C,^ alkyl substituted by halogen, and 

» C,^ alkoxy, . 

• CLsalkylthlo. 

• carbocyclic arylsulfonyl, 

• carbocyclic arylsulfonyl substituted by halogen, 

R2 is selected from the group consisting of: 
-N(R2a)(R2b)- wherein is hydrogen or C,., alkyl and Ra, is C,. 5 alkyl; 
wherein carbocyclic aryl is phenyl; 

heterocyclyl is benzo[1 ,3]dioxolyl, furyl, pyrazolyl, pyridyl, orthienyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a phaimaceutically acceptable salt, hydrate, or solvate thereof. 
10126] In some embodiments of the present invention, p is 1 and T is C,. 5 alkyl; FU and R. are both hydroqen- A is 
mm ^1Z*^ H Sin9 'f b ° nd ° r ^ ° r 8 P ha ™ ica "V acce^le sa? hydrate, or soSeS 

K re': r g r P b ^nTr g c 0 r pounds of *• present invention are ot Forrnu,a (,) wherein * ~ 

m lde te ' Ml4 * (dime%l ^ in0) " 5 " methy,Pyrimidin " 2 '^ 
mWe i8 ^ [4 " (dime%l ^ 

N-cis^4-dimethylamino^ 

nISI j lit ^ am ! n ° ) - 5 - meth y , P vrimidin - 2 -W]^'no)cyclohexyl)methyl]-3,5-dimethoxyben Z amide; 
TbomtN^^ 

4-chloro-N-[(c.s-4-{t4-(d.methylamino)-5-methylpyrimidin-2.ylJamino}cyclohexyl)-methyl)benzamide- 
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4^hloro-N«[(cis^-{[4-(dimethylamino)-6-m^ 

N-[cis^-({[4-(dimethylamta 

4-bromo-N-[cis^-({[4-(dimethy^ 

4-bromo-N-[cis^-({[4-(dimethylamino)-5-methylpyrimidjn-2-yl]am 

3,5-dichlono-N-[cis-4-({[4-(dimethy^ 

3,4-dichloro-N-[ds^-({[4-(dimethyl^^ 

N-[cis-4-({[4-(dimethylamino)-5-me%l^^^ 

mide; 

N-[cis^-({[4-(dimethylam^ 

4-bromo-N-[cis^-({[4-(dimethy!amino^ 

4-bromo-N-[cis^-({[4-(dimethylamino^6 

N-(cis-4-[4-{(dimethylamino)-5-methy^^ 

N-(cis-4-ff4-(dimethylamino) 

N-(4-{[4-(dimethylamino)^-methylpyrimjdin-2-yl]amino}<yclohexyl)-3-nrt 

N-(cis-4-{[4-(dimethylamino)-6H7ietW^ 

N-(cis^-{[4-(dimethylamino)-6^ethy^ 

4-chloro-N-(cis^[4-(dimethylamino)^-me 

3<:hloro-N-(cis^[4-(dimetW 

N-(cis-4-{[4-(dimethylamino)-6HTiethylpyrimidin-2-yl]amino)cyc 

N-(cis-4-{[4-(dimethylamino)-6^ethy^^^ 

N-(cis-4-{[4-(dimethylamino)-6^ethy^^ 

N-(cis-4-{[4-{dimethylamino)^Hr^ 

N-(cte-4-{[4-(dimethylamino^ 

N-(cls^-{[4-(dimethylamino)-5^ethylpyrimidln-2-yl]amino}cyclohexyO 

N-(cis-4-{[4-(dimethylamino)-5HTietW^ 

N-(cis-4-{([4-(dimethylamino)-5-me%^ 

3-chloro-N-(cis^[4-(dimethylamino-5^ 

N-(cte-4-fl4-(dimethylamino)-5 

2-(4-bromophenoxy)-N-(cis^-{[4-(d^ 

2-(4^hlorophenoxy)-N-(cis-4-{[4-(dime^ 

N-(cls-4-{[4-(dimethylamino)-5HTiethylpyrimidin-2-yl]arnino}cyclohex^ ' 
N-(cte-4-fl4-(dimethylamino)-5^ 

2-(2-bromophenoxy)-N-(cis^^4-(dimethylamino)-5-methylpyrimidin-2-yl]am 

N-(cis-4-{[4-(dimethylamino)-5^ethy^ 

N-(cis-4^4-(dimethylamino)-5^ethy^ 

N-(cls-4-{[4-(dimethylamino)-5^ethylpyrimidin-2-yl]amino)cyclohexyl)^ 

2-(3,4-dichlorophenoxy)-N-(cis^-{[5-methyM-(methylamino)pyiimidin-2-yl]am 

2-(2,3-dichlorophenoxy)-N-(cis-4-{[5-metW^ 

2-[(3 l 4-difluorophenyl)sulfonyQ-N-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yO-^ 
mide; 

N-(cls-4-{[4-(dimethylamino)-5^thylpyri^^ 

N-[cis-4-({4-[ethyl(methyl)amino]-5-methylpyrimidin-2-yl aminojcyclohexylj^^-difluorobenzamide; 
N-(cis-4-{[4-(dimethylamino)-6^ethy^^ 

N-(cis-4-{[4-(dimethylamjno)-5^ethylpyrimidin-2-yl]amino}cyclohexy0-2-(2-^ 
2-(2*hlorophenoxy)-N-(cis-4-{[4-(dimet^ 
2-(3^hlorophenoxy)-N-(cis-4-{[4-(^ 
2-(3^romophenoxy)-N-(cis^[4-(dimethy^ 

N-(cis-44[4-(dimethylamino)-5^ethylpyrimldin-2-yl]amino}cyclohexy0-2-[3-(tr^ 
mide; 

N-(cis^4-(dimethylamino)-5^ethylpyrim^ 

N-(cis-4-fl4-(dimethylamino)-5^^ 

N-(ds^[4-(dmiethylamino)-5-meth^^ 

2-(3<hlorophenoxy)-N-(cis^-{[4-(dime^ 

2-[(5^hloropyridln-3-yl)oxy]-N-(cis-4-^^^^ 

N-(cis-4-{(4-(dimethylamino)-5,6-dimethy[pyrimidin-2-yl]amjno}cyclohexyl)^^ 

2-(3,4-difluorophenyl)-N-(cis^ 

mide; 

N-(cis-4-{[4-(dimethylamino)-5^ 
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mide; 

2-(2,3-difluorophenyl)-N-(cls^[4-(dimethylamino^^ 

NHclU-{[4-(dim^ 
bco t am i d o * 

N-(cis-4-{[i(dimethyla™^ 
acetamide; 

2-[(2<hlorophenyl)sulfinyl]-N-(cis-4^ 

2-[(3-bromophenyl)sulfinyl]-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimi^ 

2-[(3,4<lif!uorophenyl)sulfinyl]-N-(c^^ 

mide; 

N-(cte-4-{(4-(dimethylamino)-^ 
N-(ds^4-(dlmethylamtno)^ 

1- bromo-NHcis^[4-(dimethylamino)^-methylpyrimidin-2-yl]a^ benzamide; 
N-(cis-4-{[4-(dimethylamino^ 

N-(cis-4-{[4-(dimethylamino)-5^ 

3,4-dichloro-N-(cis-4^4-(dimethylam^^ 

N-(cis-4-{[4-(dimethylamino)-5^e^ 

N-(cis-4-{[4-(dimethylamino)-5HTiethy^ 

N-(cis-4-{(4-(dimethylamino^^ 

N-(cis-4-{[4-(dimethylamino)-5^e^ 

N-(cis^-{[4-(dimethylamino)-5HT)et^^ 

4^hloro-N-(cls^[4-(dimethylami^^ 

3^ano-N-(ds^-{[4-(dimethylamino)-5-me^ 

4-cyano-N-(cis^-{[4-(dlmethyla^ 

2- [(3,4-dlchlorophenyl)sulfinyl]-N-(cls-4-{(4-(dimethylamlno)-5-methylpyrim 
mide; 

N-(cis-4-{[4-(dimethylamino)-5^ethylpyrimidln-2-yl]amino}cyciohexyO-2-{P 
acetamide; 

N-(cis-4-{[4-(dimethylamino)-^^ 
acetamide; 

N-(cis-4-{[4-(dimethylamino)-5Hrnethy^^ 

2- (tert-butylthio)-N-(ds-4-{[4-(di^^^ 
N-(cis-4-{[4-(dimethylaminoV^ 

N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl] amino}cyclohexyl)-3-(methylsuifonyl)benzamide; 

N-(cis-4-{[4-(dimethylamino)-6^etW^^ 

N-(cis-4-{[4-(dimethylamino)-6-methy^ 

3^ano-N-(cis^{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}<^clohexyl)-benzamide; 

4^ano-N-(cis^{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-b 

N-(cis-4-fl4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyI)benzamide; 

N-(cis-4-{[4-(dlmethylamino)-5,6-dlmet^ 

3- cyano-N-(cis^-{[4-(dimethylamino)-^^ 
N-(cis-4-{[4-(dimethylamino)-5,6-d^ 

3^hloro-N-(cis^[4-(dimethylamino)-5 t 6-dimethylpyrimidin-2-yl]amin 

3- bromo-N-(cis^4[4-(dimethylamino)^ f 6^ 
N-(cls-4-{[4-(dimethylamlno)-5,6-dimethy^ 
N-(cis-4-{[4-(dimethylamino^ 

3,4-dichloro-N-(cis-4^[4-(dimethylamino)-5 ( 6-dimethylpyrimidin-2-yi]ami^ 

N-(cis-4-{[4-(dimethylamino^ 

4^ano-N-(cis^-{[4-(dimethylamino)-5,6<n^ 

N-tcis^-^dimethylaminoVS.B-dim^^ 

N-(cis-4-{[4-(dimethylamino)-5^^^ 

4^hloro-N-(cis^[4-(dimemylami^ 

N-(cis-4-{[4-(dimethylam^ 

4- bromo-N-(cis-4^4-(dimethylamino)^^ 
N-(cis-4-{[4-(dimethylamino)-5^^ 
N-(cis-4-{[4-(dimethylamino)-5,6-dimetty^^ 

5- bromo-N-(cis-4^4-(dimethylami^ 
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N-(cis^-{[4-(dlmethylamino)-5 l 6-dimethylpyrimjdin-2-yl]amino}cycloh©xy 

2- (3,5-difluorophenyO-N-(cis^[4-(dim^^ 
cetamide; 

N-(cis-4-{[4-(dimethylamino)-5^ 
N-(cis-4-{[4-(dimethylamino)-5 t ^^ 

4-bromo-N-(cis^[4-(dimGthylamino)-5,6-dimethylpyrimidin-2-yl]a^ 
N-(cls-4-{f4-(dlmethylamlno)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexy 

4- bromo-N-(cis-44[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyc^ 
N-(cis^-fl4-(dimethylamino)-5,6-dim^^ 
N-(cis-4-fl4-(dimethylamino^ 

N-(cis-4-{I4-(dimethylamino)-5 ( 6-dimethylpyrimidin-2-yl]amin 
N-fcis^-^-fdimethylaminoJ-S.e-dimet^ 

5- bromo-N-(cis-4^[4-(dimethylamino)-5,6-dlmethylpyrimidin-2-yl]amino)cy^ 
N-tcis^-WdimethylaminoJ-S.e-di^^^ 
N-(cis-4-fl4-(dimethylamta^ 
N-fcis^-iH-idimethylaminoJ-S.S-dta^ 

N-tcis^-^-idlmethylaminoVS.e-climethylpyrimidin^-yllaminolcycIo 

N-(cis-4H[4-(dlmethylamino)-5,6-dimethylpyiimidin-2-yl]amino}^^ 

3,5-dichloro-N-(cis^[4-(dimethylami™^^ 

4-bromo-N-(cis-4^4-(dimethylamino^ 

N-(cis-4-{[4-(dlmethylamino)-5^e^ 

N-(cis-4-{[4-(dimethylamlno)-5HTiethylpyrimidin-2-yl]amino)<^clohexyO-4-^ 

N-(cis-4-{[4-(dimethylamino)-5Hrnethylpyrimidin-2-yl)am 

N-(cis-4-{[4-(dimethylamino)-5^ethylpyri^^ 

N-(cis-4-{[4-(dimethylamino)-6HTiethylpyrimidin-2-yl]amino]cyclohexyO 

N-(cis-4-{[4-(dimethylamino)-6^ethylpyrimldin-2-yl]amino)cyclohex^ 

N-(cis-4-{[4-(dimethylamino)-6^ethylpy^ 

3- chloro-N-(cis^[4-(dimethylamino>^^ 
N-(cis-4-{[4-(dimethylamino)-6H^ 
N-(cis-4-{[4-(dimethylamino^ 
3,5-dichloro-N-(cis-4^[4-(dimethyl^ 
N-(cis-4-{[4-(dimethylamino)-6H7iet^^ 
N-(cis-4-{[4-(dlmethylamino}-6HTiethylpyrimidin-2-yl]amin 

4- bromo-N-(cis-4^[4-(dimethylamino)-6^ethylpyrimidin-2-yl]amino}cycb 
N-(cis-4-fl4-(dimethylamino)^ 
N-(cis-4-{[4-(dimethylamino)-6HTiethylpyri^^ 

4- bromo-N-(cis-4^4-(dimethylamino)^-meth^^ 
N-(cis-4-{[4-(dimethylamino)-6HTiethylpyrimidin-2-yl]amino}cyclohexyO-^ 
N-(cis-4-{[4-(dlmethylamino)-6H7iethylpyrimidin-2-yl]ann 
N-(cis-4-{[4-(dimethylamino)-6HTiethylpyrimidin-2-yl]amino 
N-(cls-4-{[4-(dlmethylamino)-6^ethylpyrlmldin-2-yl]amln 

5- bromo-N-(cis-4^4-(dimethylamino)^-metM^ 
5-bromo-N-(cis-4^4-(dimethylamino)-6-m^ 
5-chloro-hMcis^[4-(dimethylamino^ 
N-(cis-4-fl4-(dimethylamino)-5^tf^ 
N-(cis-4-{[4-(dimethylamlno)-5^^ 

mide; 

N-(cis-4-{[4-(dimethylamino)-5H7iethy^ 
N-(cis-4-{[4-(dimethylamino)-5^ 
5-bromo-N-(cis-4^4-(dimethylam^ 
N-(cis-4-{[4-(dimethy!amino)-5^ethylpyr^ 

4- chloro-N-(cis-4^4-(dimethylamino)-5-methylpyrimidin-2-yl]amin 

5- bromo-N-(cis^[4-(dimethylamino)-5^ 
3,4-dichloro-N-(cis-4^4-(dimethy^ 
3-chloro-N-(cis^[4-(dimethylami^ 
N-(cis-4-{[4-(dimethylamino)-5^ethy!py^ 

N-(cis-4-{[4-(dlmethylamino)-6^ethylpyrlmidin-2-yl]amino}cyclohex^ 
2'(4^hlorophenyl)-N-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl}amlno]- 
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mide; 

1 -(4<hlorophenyl)-N-(cis^ 
mide; 

1 -(4<hlorophenyl)-N-(c^ 
mide; 

1- (2.4-dfchlorophenyl)-N-(cis^[4-^ 
boxamide; 

2- (4^hlorophenyl)-N-(cis^-{[4^ 
mide; 

1-(4<hlorophenyl)-N-(cis^-{[4-(dimeW 
mide; 

1-(4<:hlorophenyl)-N-(cis4-{[4-(d^^ 
mide; 

1- ^^-dichlorophenyO-N-fcis^^-fdime^l^^ 
boxamide; 

2- [3 < 5-bis(trifluoromethyl)phenyl]-N^ 
mide; 

N-(cis^-{[4-(dimethylamino)^-methylpyrimidin-2-yl]amino}cyclohexyl)-4-[2 > 2,2-tri 

thyl)ethyl]benzamide; 
2-(4KJhlorophenyl)-N-(cis^-{(4-^ 

N-(cis^-{[4-(dimethylamino)-5HTnethylpyrimidin-2-yl]amino}cyclohexyl)-1^ 
mide; 

2-(4^hiorophenyl)-N-(cis^-{[4-(dimethyI^ 
2-(4^htorophenyO-N-(cis^[4-(dimethyl^^ 
N-(cis^-fl4-(dimethylamino)-5^e^ 
boxamide; 

N 2 -(3-chlorophenyi)-N-(cis-4-{[4-(dlmethylamino)-5-methylpyrimidin-2-yi]amin 
mide; 

N 2 -(3,4-dtehlorophenyi)-N-(cis-4-{[4-(dime^ 
namide; 

N-(cls-4-fl4-(dimethylamino)-5^ 
mide; 

N-(cis-4-{[4-(dimethyiamino)-5^ethy^^ 
mide; 

N-(cis^-fl4-(dimethylamino)-5™^ 
mide; 

N 2 -(4-chlorophenyl)-N-(cis^^4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-cyclohexyi 
mide; 

N 2 -(3^difluorophenyl)-N-(cis-4-{[4-(dim^^ 
namide; 

N-(cte-4-{[4-(dlmethylamlno^ 
mide; 

N-(cis-4-{[4-(dlmethylamino)-5^ethylpyri^^ 
mide; 

2-[(3,4-difluorophenyl)amino]-N-^ 
mide; 

2-(3,4<lichlorophenoxy)-N-(cis-4-{[4-met^ 

trans-2-(4<:hlorophenyl)-N-(cis-4^4^^ 

carboxamide; 

trans-2-(3*hlorophenyl)-N-(cis-4^4-(dim^ 
carboxamide; 

trans-2-(3/4-difluorophenyl)-N-(cis^^ 
panecarboxamide; 

trans-2-(3,4-dichlorophenyl)-N-(cis-4^[4-(di^^ 

panecarboxamide; 

trans-2-[3,5-bis(trifluorome^ 

clopropanecarboxamide; 

2-[(4^hlorophenyl)sulfonyi]-N-(cis^^^ 
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2-[(3<hlorophenyl)sulfonyl]-N-(cis^^ 

2-[(4-bromophenyl)sulfonyO-N-(ci8^-{[(4-(dlmethylamlno)-5-methylpyrimidin-2-yll-am 
mide* 

N-(ci^H[4-(dimethylamino)-5^e^ 

nicotinamide; t ^ 

N.(cis-4^4-(dimethylamino)-5^othylpyrimidin-2-yl]amino}^ 

zol-5-yl]oxy]acetamide; 
2-[(2^hlorophenyl)sulfonyg-N-(ds^^ 

2- [(3^hloropheny1)sulfonyQ-N-(cis^-^^ 

3,4-dichlorD-N-{cis-4-[(4-metho>cy-5-methylpyrimidin-2-yl)aminolcycloh 

N-[cis-4«(4-dimethylamino-5-methy^ 
N-[cis-4-(4-dimethylamino^-methyl^yrimM^ 

3- chloro-N-[cis^-(4-dimethylamino-5-me^ 

4<hloro-N-[cis^-(4-dimetW 
3^hloro-N-[cis^-(4-dimethylamino-6-methy^ 

N-[cis-4-(4-dimethylamlno^-methyl^ 

3^hloro-4-fluoro-Nlcis^-(5^ethyM^eth^ 

4^hloro-N-[cis^-(4-dimethyiamino-5-methyl-pyrimidin-2-ylamino)^clohexyl]^ 

3^hloro-N-[cis4-(4-dimethyl^^ 
N-[cis-4-(4-dimethylamino-5-methyliJyri^^ 

N-[ds-4-(4-dimethylamino-5Hrce%^ and 

2- (3,4-difluoro-phenyl)-N4cis^-(4KJimeth^^ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0128] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

N-[(cis^[4-(dimethylamino)-5-me^ 

mlde; , 
N-[(cis-4H[4-(dimethylamino)-5-methylpyri 

N-[(cis-4^[4-(dlmethylamlno)-5-mem 

4- bromo-N-[(cis-4-{[4-(dimethylamino)-5^ 
3 5-dichloro-N-[(cis^-{[4-(dimethy^ 
3|4-dtahloro-N4(cis^[4^ 

3 5-dtehloro-N.[(cis^-({[4-(dimethylamino)-5-methylpyrimldin-2-yl]amino}methyl)-cyclo 

N-(cis-4-{[4-(dimethylam^^ 
N-(cis-4-{[4-(dimethylamino)-6HTiethy^ 

N-(4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)-3-nitrobenzamide; 

N-(cis^-{[4-(dimethylamino)-6-met 
4^hloro-N-(cis^[4-(dimethylamino)^^ 

3- chloro-N-(cis^-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amlno}cyclohexyl)-benza^ 

N-(cis-4-{[4-(dimethylamino)-^^ 

N-(cis-4-{[4-(dimethylamlno)-6H7iethy^^ 

N-(cis-4-ff4-(d(methylamlno)-^^ 

N-(cis-4-{[4-(dimethylamino)-6^ethylpyrimidin-2-yl]amino)cyclohexy^ 
N-(cis-4-{([4-(dimethylamino)-5Hniethylpyrimidin-2-yl]amIno}cyclohexyl)-3^ethylbe^ 

N-(cis-4-{[4-(dimethylamino)-5^ethylpy^ 

N-(cis-4-{(4-(dimethylamino)-5-methylpyrimidin-2-yl]amino)cyclohexyl)-4-methylbenzamide; 
N-(cis-4-fl4-(dimethylamino)-^^ 

3-chloro-N-(cis^[4-(dimethylamino)-5-methyipyrimidin-2-yl] amino}cyciohexyl)-benzamide; 
N-(cis^-{[4-(dimethylamino)-5^ethylpy™^ 

2-(4-bromophenoxy)-N-(cis^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-cyclo 
2-(4<hlorophenoxy)-N-(cis-4-{[4-(dto 

N-(cis-4-{[4-(dimethylamino)-5H7iethylpyrimidin-2-yl]amino)c^clohexyl)-2-(4-fiuorop 

N-(cis-4-{[4-(dimethylamino)-5^ethylpyrlmidln-2-yl]amino)cyclohexyl)-2-(3^ 

2-(2-bromophenoxy)-N-(cis^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-cyc 

N-(cis^4-(dimethylamino)-5Hrn^ 
N-(cis-4-fl4-(dimethylamino^ 
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N-(cis-4-{[4-(dimethyla™^ 
2-(3,4-dlchlorophenoxy)-N-(cis-4-^ 

2-(2,3-dlchlorophenoxy)-N-(cls-4^[5-methyM-(methylamino)pyrim 
2-[(3,4-dlfluorophenyl)sulfonyl]-N-(cis^{[4-(dimethylamino)-5-methylpyrimW 

mide; 

N-[cis-4-{(4-[ethyl(methyOami^ 

N-(cls-4-{[4-(dlmethylamino)^HTie^ 

N-(cis-4-{([4-(dimethylamino)-5HTiethy^ 

2-(2<hlorophenoxy)-N-(cis-4-{[4-(dimefo^ 

2-(3<hlorophenoxy)-N-(cis-4-{[4-(^ 

2-(3*romophenoxy)-N-(cis^4-(dimethyl^ 

N-(cls-4-{([4-(dimethylamino)-5-methytpyrimldin-2-yl]amlno}cyclohexy 

mide; 

N-(cls-4-{[4-(dimethylamino)-5^ethylpyrimidin-2-yl]amino}cyclohex^ 

N-(cis-4-{[4-(dimethylamino)-5H^ 

N-(cis-4-{[4-(dimethylamino)-5Hnethy^ 

2-(3<hlorophenoxy)-N-(cis-4-{[4-(dime^ 

2-[(5<hloropyridin«3-yl)oxy]-N-(cis-4-^ 

N-(cls-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-y0amino}cyclohexy0 

N-(cis-4-fl4-(dimethylamino)-^^ 

mide; 

2-(2,3-difluorophenyl)-N-(cis^[4-(dimetW 
mide; 

N-(cis-4-{[4-(dimethylamino)-5™^ 
acetamide' 

N-(cls-4-{[4-(dimethylamino)-5^^^ 
acetamide; 

2-[(2<hlorophenyl)sulfinyl]-N-(cis^ 

2- [(3-bromophenyl)sutfinyl]-N-(cis-4-{[4-(dimethylamino)-5HrTiethylpyrimidin-2-yl]a 
N«(cis-4-{[4-(dimethylaminoV^ 
N-(cls-4-{[4-(dimethylamlno)-5^ethy^^ 

3- bromo-N-(cis^^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-benzamide; 
N-(cis^-{[4-(dimethylamino)-5^ethylpyrimidin-2-yl]amino}cyclohexy0-4-(tri^ 
N-(cis-4-{[4-(dimethylamino)-5^^ 

3,4-dichloro-N-(cis-4^4-(dime 

N-(cis-4-{[4-(dlmethylamino)-5HT^^ 

N-(cis-4-{[4-(dimethylamino)-5^ethyl^^^^ 

N-(cis-4-{[4-(dimethylamino)-5^ethylpyrimidin-2-yl]amino}cyclohexyl)^ 

N-( cis^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-2 l 5-difluoro 

N-(cis-4-{[4-(dimethylamino)-5^ethylpyrimidin-2-yl]amino}cycio 

4^hloro-N-(cls^[4-(dimethylamin^^ 

3^ano-N-(cis4-{[4-(dimethylamino)-5-methylpyrimidin-2-yi]amino}cyclohexyi)-benzamide; 

4- <^ano-N-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yi]amino}cyclohexyi)-benzamide; 

N-(cis-4-ff4-(dimethylami^ 

N-(cis^-{[44dimethylamino)-5^ethylpyrimidin-2-yl)amino)cycl^ 

N-(cls-4-{[4-(dlmethylamino)-6^ethylpyrimldin-2-yl]aminoDcyclohexyl)-^ 

3H^ano-N-(cis4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyi)-benz 

4^ano-N-(cis^{[4-(dimethylamino)-^^ 

N-(cis-4-{[4-(dimethylamino^ 

S^ano-N-fcis^K-tdimethylaminoVS.e-dim^^ 

N-(cis^-{L4-(dimethylamino)-5,6-d^^ 

3^hloro-N-(cis^[4-(dimethylami^ 

3-bromo-N-(cis-4H[4-(dimethylamino)-5^ 

N-(cis^-ff4-(dimethylamino^ 

N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cycto 

3,4-dichioro-N-(cis-44[4-(dimetW 

4^ano-N-(cis^{[4-(dimethylami^ 

N-(cis-4-{[4-(dimethylamino)-5,6-dimet^^ 
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N-(ci8^-fl4-(dimethylamino)-5 1 6-dimethylpyrimidin-2-yllamino}cycloh8xyl)-4-fluoro^^ 

4. C hloro-N-(cis^[4-(dimethylamlno)-5,6-dlm^^ 

4- bromo-N-(cis^[4-(dimethylam!no)^-me^ 
N-(cis^4-(dimethylamino)-5™ethylpyrM^ 

N-(cls^-ff4-(dlmethylamino)-5 l 6-dimethylpyrimidin-2-yOamino)cyclohexyl)-3-methoxyb8n2^ 

5- bromo-N-(cis^[4-(dimethylamino)*>dim^^ 
N^cis^4-(dlmethylamino)*.6-dln^y^^ 
4-bromo-N-(cis-4^[4-(dimethylamino)*>dim^^ 
N-(cis^-ff4-(dimethylammoH,6-dim^^ 

4- bromo-N-(cis-4^4-(dimethylamM 
N-(cis^-ff4-(dimethylamino)-5,6-d^ 
N-(cte^-ff4-(dlrnethylam^ 

N-cis^-{[4-(dimethyl8inino)-5,6-dimethylpyrimidin-2-yOamino)cyclohexyl)-3-(trifluorom 

5- bromo-N-(ci8-4K[4-(dimethylamino)^.6-dimethylpyrimidin-2-yl]amino}cyclohexyl)-ni^ 

N^cte^4-(dimethylamino)-5,6^ 

N-(cis^-{[4-(dimethylamino)-5 > 6-dimethylpyrimidin-2-yOamino}cyclohexyl)-3 > 5-diethoxybenzamide; 
N-(cis^-ff4-(dimethylamino)-5,6-dimethylpyrimidin-2-ynamino}cyclohexyl)-3-ethoxyben 
N-(cis^-ff4-(dimethylamino)-5,6-dimethylpyrimidin-2-yQamino}cyclohexyl)-3-isopropoxybenzam^ 
35-dtehloro^-(cis^[4-(dimethylamino)-S-me%lpyrimidin-2-yllamino}cyclohexyO-benzamide; 

4-bromo-N-(cis-4^4-(dimethylamino)^^ 
N.(cis^-ff4-(dimethylamino)-5™thylpyr^ 

N-(cis^-tt4-(dim8thylamino)-5^ethylpyrimidln-2-yl]amino)cyclohexyO-3-fluoro^-methylbenzam 
N-(cis-4-{I4-(dimethylamino)-5^ethylpyrimidin-2-yl]amino}cyclohexyD 

N- ci8-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl] amino}cyclohexyl)-3 1 5-bi8(tr1fluoromethyl)benzamlde; 

N-(cis^-ff4-(dimethylamino)-6™thyl^^^ 

N- C is-4-{[4-(dimethylamlno)-6^^ 

3«:hloro-N-(cis^[4-(dimethylamino)^^ 

N-(cis^4-(dimethylamino)-6^ethylpyri^^^ 

N- cis^-{[4-(dimethylaminoH^ 

3 5-dichloro-N-(cis-4^[4-(dime%lamino)-6™ 

N-(cis^-{[4-(dimethylarnino)-6^ethylpy^ 

N-(cis^-tt4-(dimethylamino)-6^ethylpyrimidin-2-yl]amino}cyclohexyO-3,5Klifluorobenzamid 
4-bromo-N-(cis-4^[4-(dimethylamino)^^ 

N-(cte-4-{[4-(dimethylamino)-6^ethylpyrimidin-2-yl]amino}cyclohexyO-3-ethylbenzamide; 

4- bromo-N-(cis^[4-(dim©thylamino)<-methylpyrimidln-2-yflamino}e^clohexyl)-benzamide; 
N-(cls-4^4-(dlmethylaniino)-6HTiethylpyrimidin-2-yl]amlno}cyclohexyl)-4-ethylbenzamide; 

N-(cis^-{[4-(dimethylamino)-6™thylpyrimM 

N-(ci8-4-fl4-(dimethylamino)-6^ethylpyrimidln-2-yl]amino}(^lohexyO-3-ethoxybenzarnide; 

N-(cis^-fl4-(dimethylamino)-6^ethylpyr^ 

5- bromo-N-(ds^[4-(dimethytamino)^m^ 
5-bromo-N-(cls^[4-(dlmethylamino)^^ 

5^hloro-N-(cis^^[4-(dimethylainino)^-methylpyrimidin-2-yl]amino}cyclohexyl)-2-furarnide; 

N-(cis^-ff4-(dimethylamino)-5™^ 
N-(cis^-{[4-(dimethylamino)-5^ethylpy^^ 

rnido* 

N-(cl8^-{I4-(dlmethylamlno)-5^ethylpyrimidin-27l]amlno}cyclohexyO-3-ethoxybenzamlde; 
5-bromo-N-(cis^^[4.(dimethylamino)^-methylpyrimidin-2-yllamino}cyclohexyl)-2-furamlde; 

N-(cis^-{[4-(dimethylamino)-5^ethylpy^^ 

4^hloro-N-(ci8^^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-3-(trifluorom 
5-brom<>N-(cis^[4-(dimethyla/Tiino)*^ 

3 4-dichloro-N-(cis^[4-(dimethylamino)^^ethylpyrimidin-2-yl]amino}cyclohexyl)-benzamide; 

3 Wo-N-(cis^[4-(dimethylamino)-5-m^ 

N-(cte^-fl4-(dimethylaniino)-5™ethylpyri^ 

N- cis^-{[4-(dimethylamino)-6™^ 

2-(4^hlorophenyl)-N-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-cyclohexyl)^ 

H4<hlorophenyl)-N-(cis^-{[4-(dimethylamino)-5-methylpyrimidln-2-yl]amino}-cycto 
mide; 
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1 -(4<:hlorophenyl)-N-(cis^-{[4^ 
mide; 

1 - (2,4-dichlorophenyl)-N-(cis^ 
boxamide; 

2- (4^hlorophenyi)-N-(cis^-{[4-(dimethy^ 
mide 

1-(4K:hlorophenyl)-N-(cis^-{[4-(dimethylamIno)-6-methylpyrimidin-2-yl]amin 
mide; 

1-(4K:hlorophenyl)-N-(cis^-{[4-(d^ 
mide; 

1- (2 l 4-dichlorophenyl)-N-(cis^[4-(dimemylamino)^-methylpyrimidin-2-yl]amino}^ 
boxamide; 

2- (4«:hlorophenyl)-N-(cis^-{[4-(dim^ 
N-(cis-4-{[4-(dimethylamino)-^^ 
mide; 

2-(4K:hlorophenyl)-N-(cis^-{[4-(dimethylamino)-5-methyipyrimidin-2-yl]amino}-cyclohexyl)pro^ 

2-(4<:hlorophenyl)-N-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-cyclohexyl)-2-hy 

N-(cis-4-{[4-(dimethylaminoV^ 

boxamide; 

N 2 -(3-chlorophenyl)-N-(cis-4-{[4-(dim^^ 
mide; 

N 2 -(3 t 4-dtehlorophenyl)-N-(cis-4-{[4-(tf^ 
n amide; 

N-(cls-4-{[4-(dimethylamino)-5HTietW^ 
mide; 

N-(cls-4-{[4-(dimethylamino)-5^ethylpyrlmldln-2-yl]amino}cyclohexyl)-N 2 -(3-f^ 
mide; 

N-(cis-4^4-(dimethylamino)-5nTiethy^^ 
mide; 

N 2 -(4^hlorophenyl)-N-(cis^-{[4-(dimetty^ 
mide; 

N 2 -(3 f 4-difluorophenyl)-N-(cis-4-{[4-(dimethytamino)-5HTiethylpyrimidin-2-yl]amino 
namide; 

N-(cis-4-{[4-(dimethylamino)-5 
mide; 

2-(3,4-dichlorophenoxy)-N-(cis-4-{[4-methyl^-(met^^ 

trans-2-(4K:hlorophenyl)-N-(cis-4H[4-(dime^ 

carboxamide; 

trans-2-(3<hlorophenyl)-N-(cis-4^[4-(dime%^ 
carboxamide; 

trans-2-(3,4-difluorophenyl)-N-(cls^-{[4-(di^^^ 
panecarboxamide; 

trans-2-(3,4-dichlorophenyl)-N-(cis-4^[4-(d^ 
panecarboxamide; 

trans-2-[3,5-bis(trffluoromethyl)phenyl]-N-(cis^ 
clopropanecarboxamide; 

2- [(4^hlorophenyl)su!fonyl]-N-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]^ 
N-(cis-4-fl4-(dimethylamino)-5^ 

zot-5-yl]oxy}acetamide; 

N-[cis^-(4-dimethylamino-5-methyli3yrimi^ 

N-[cis^-(4-dimethylamino^-methyl^ 

3- chloro-N-[cis^-(4<limethylamino-5-m^ 
4^hloro-N-[cis^-(4-dimethylami™^ 
3<hloro-N-[cis^-(4-dimemylamino-6^ 
N-[cis^-(4-dimethylamino-6-methyli^^ 

3^hloro-4-fluoro-N^cis-4-(5-methyl^^ethylamino-pyrimidin-2-ylamino)-^clohexyl]-benzamide; 

4K:hloro-N-[cis^-(4-dimethylamino-5-methyl-pyri^^ 

3^hloro-N-[cls^-(4-(4-dimethylamino^ 
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NW(4-dlmethylamino-5.methyli 5 yrimldln.2.y^ino).cycto fmmMm . 
2-(3,4-dmuoro-phe^^ 

or a pharmaceuticalty acceptable salt, hydrate, or solvate thereof. 
[0129] In some embodiments of the present invention, R 1 is selected from the group consisting of: 

(i) C i^^^"J ubstjtuted by substitU ent(s) independently selected from the group consisting of: 

! SSclic ^'substituted by substltuent(s) independently selected from the group consisting of: 

halogen, 
nitro, 

C^g alkylcarbonylamino, 
m C 3 ^ cycloalkylcarbonylamino, 

- C^g alkyl, 

- C^s alkyl substituted by halogen, 
C M alkoxy, and 

C 1a9 alkoxy substituted by halogen, 

(ii) C^ 2 cycloalkyl, and 

C3. 12 cycloalkyl substituted by carbocycllc aryl, 

0,0 ^ca*^ by substltuent(s) independently selected from the group consisting of 



• halogen, 

• C 1a10 alkyl, 

• C^o alkyl substituted by halogen, 

• C^g alkoxy, and 

• C^s alkylthio, 

(iv) heterocyclyl, 
L is Formula (XV); 
Y is -C(0)NR 5 -; 

is selected from the group consisting of: 

-NKR^Rja,), wherein R^ is hydrogen or alkyl and R^ is C,. 5 alkyl; 

wherein carbocycllc aryl is phenyl or naphthyl; 
heterocyclyl is 3,4-dihydro-1H-isoquinolinyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical acceptable salt, hydrate, or solvate thereof. 
[0130] In some embodiments of the present invention, ^ is selected from the group consisting of: 

(i) C ™ ^ by substitU ent(s) independently selected from the group consisting of: 

! S!bSic ^'substituted by substituent(s) independently selected from the group consisting of: 

» halogen, 

nitro, 
•• C 1a9 alkyl, 

•• C^s alkyl substituted by halogen, 
•• 0^5 alkoxy, and 
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C^s alkoxy substituted by halogen, 

(ii) C3. 12 cycloalkyl, and 

63^2 cycloalkyl substituted by carbocycllc aryl, 
(iil) carbocycllc aryl, and 

carbocycllc aryl substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^q alkyl substituted by halogen, and 

• alkoxy, 

Rg Is selected from the group consisting of: 

- N(R2a)(R2b), wherein js hydrogen or alkyl and R^, is C,^ alkyl; 

wherein carbocycllc aryl is phenyl or naphthyl; 
heterocyclyl is 3,4-dihydro-fWsoquinolinyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. _ ^ A 

[0131] In some embodiments of the present invention, p is 1 and T is alkyl; R 3 and R 4 are both hydrogen; and 
A and B are both single bonds; Rg is hydrogen: or a pharmaceutical* acceptable salt, hydrate, or solvate thereof. 
[0132] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

cis^-{F4-(dimethylamino)-6^ , , 

cis-N-(2 4^ichlorobenzylM-^^ 

cis-N.(2 , 5-dichlorobenzyl)-4.{[4-(dimethylamino)-6-methylpyrimidin.2-yl]amino}^clohex 
cls^-{[4.(dimethylamino).6-methylpyrimldin-2-ynamlno}-N-(^ 

cis^-(3 5-dichlorobenzyl)^{^ 

cis-N- 3 VdimethoxybenzylM-{[4-(d^ 

cis-N-(3^hlorobenzyl)^[4-<dimetoy^ 

cis^4-(dimethylam^^ 

cisW3,5-bis(trifluoromeW 

mide* 

cis^{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-N-(3-methoxybenzyl)^lohexan^^ 
cis-N-(4<hlorobenzylMK[4-(dimethylamino)^me^ 
cis-N-(3 4-dichlorobenzylM-{[4-(dimethyl^ 
cis-N^5-difluorobenzylM-{{4-(dimethyla™^ 

d8-N-(2'3^uorobenzyl)^4-(dlmemylamino)^mettiylpyrlmldin-2-yl^ 
cis-N-(*bromo-2-fluorobenzy1W[4-(dim^ 

cls-N-(2 4^ifluorobenzylH-{[4-(dimethylamino)^-methylpyrimidin-2-yl]amino}^dohexanecarboxam 
cis^-{[4^(dimethylaminoV6-methylpyrimidin-2-ynamino}-N-(3-methylbenzyl)-^clohexanecarboxafnide; 

cis^-{[4-(dimethylamino)-6-methylpyri^^ 
ide* 

cis^-{[4-(dimethylam!no)-5-methylpyrimidin-2-y^ 
cis^-<[4-(dimethylamino)-5-methylpyrimid^^ 

dfi{[4-(dimethylamino)-5-met^ 
ide* 

cis^-{[4-(dim e thylamino)-5-methylpyrimidin-2-yl]amino}-N^(1S)-1-(4-fluorophenyl)-ethyl]c^clohexa 
ide* 

cis^{[4-(dimethylamino)-S-methylpyrimidin-2-yl]amino}-NK(1R)-1-(3^ethoxyphenyl)-ethyl]<^clohexa 

dT^V(dimethylamino)-5-met^ 
^T{i4-(dimethylamino)-5-methylpyrimW^ 



127 



EP 1 464 335 A2 

amide; 



cis-N-['(1R)-1-(4<hlorophenyl)ethyl]-4^4-(dlmethylamlno)-5-methylpyrimidln-2-yl]-amino}cycto 
ds d N-[1-(4-bromophenyl)ethyl]^-«4-(dimethylamino)-5-methylpyrimidin 

cis^-{[4-(dimethylamlnoV5-methylpyrlmidin-2-yQamino}-NH(1R)-1-(4-nitrophenyO-emyl]cyclohexaneca* 
id©' 

cis^4-(dlmethylamlno)-5™thyW 
ido' 

ci84-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-(3-nuorophenyl)-cyctohexanecarboxami^ 

ds^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl^ 

ds-N-(3-chlorophenyl)-4-{[4-(dimethyl8mino)^ 

ds-4-{[4-(dimethylamino)-5-methylpyrtmldfc^^^^ 

ide* 

ds^-{[4-(dimethylamino)-5-methylpyrimidin-2^ 
ds-4-{[4-(dimethylamino)-6-methylpyrlmidin-2-y^ 

Qroido* 

cis-N-[(1S)-1-(4^hlorophenyl)ethyl]^[4-(dimethylamino)-6-methylpyrimidin-2-yl]-amino}cycto 

ds d N-benzyl-4^4-(dimethylamino)^-me%lpyrimidln-2-yl]amino}<yclohexane^ 
ds-4-{[4-(dimethylamino)-6-methylpyrimidin-2^^^ 

cis-N-(3 4KlffluorobenzylH-{[4-(dime%laminoH-methylpyrimidin-2-yl]amino}^clohexaneca^ 
cis^-{[4-(dlmethylamino)-6-methylpyrimidin-2-ynamino}-N^(1S)-1-(4^ethoxyphenyD-ethyl]cyd 

dT5V(<«methylamino)-6-methylpyrM^ 

OTP id 8' 

cls^i4-(dlmethylamlno)-6HTiethylpyrimldin-2-ynamino}-N4(1R)-1-(4-fluoroph 
ide' 

cis-N-[(1 R)-1 -(4K:hlorophenyl)ethynw44[4-(dimethylamino)-6-methylpyrimidin-2-yl]-amino )cyclohexanecarbox- 

dTlV(dimethylamino)-S-methylpyrimM 
cis-N-[(1R)-1-(44>romophenyl)ethyQ-4-{[4-(dlme^ 

ds d N-[(1S)-1-(4*romophenyl)ethyl]-4H[4-(dimethylamino)-5-methylpyrimid 
dS{[4-(dimethylamino)-5-methy^ 

anecarboxamide; , 
ds^-{[4-(dimemylamino)-5-methylpyrimldin-2^ 

ide' 

ds-N-{(1S)-1-[3,54>is(trifluoromethy0phenyl]e^ 
dohexanecarboxamide; 

4-{[4-(dlmethylamlno)-5-methylpyrimldln-2-yl]^ 
boxamide; 

4^[4.(dimethylamino)-5-methylpyrimidin-2-yl]axnino}-NM(1S)-H2-(trifluoromethyl)-pheny 

d?X{[4*dimethylamino)-5-methylpyrimidin-2-ynamino}-N-]{( 
anecarboxamide; 

C is-N-[(1S)-1-(4<hloropheny0ethy1H^^^^ 

dT-N e [(1R)-1-(4<hlorophenyl)ethyl]-4H[4-(dimemylamino)-5-methylpyrimidin-2-yl]-a^ 
d^N-ll-^-chlorophenylJ-l-me^ 

boxamide; and . . „ „ „ . , 

cis-NM1-[3,5-bis(trifluoromethyl)phenyO-1-methylethyl}-4-{[4-(dimethylaminoV5-methylpynmidin-2-yl]amino}cy- 

dohexanecarboxamide; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0133] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 
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cis^[4-(dimethylamino)-6-me%^ 
cls-N-(2,4^ichlorobenzylM^ 

cis-N-(2,5^ichlorobenzy!)^-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]^ 

ci$^-{[4-(dimethylamlno)-6-methylpy^ 

cis-N-(3,5^ichlorobenzylM-{^^ 

cls-N-(3,5^imethoxybenzylM^[4«(di^^ 

cis-N-(3KJhlorobenzylM^[4-(dimethylam^ 

cis-N-[3,5^is(trifluoromethyi)ben^ 

mide; 

cis^{[4-(dimethylamino)-6-methylp^ 

cis-N-(4^hlorobenzylM^[4-(dimethyl^ 

cls-N-(3,4<lichlorobenzylM-{[4-(^^ 

cis-N-(2,5<lifluorobenzylM-{[4-(dro^ 

cis-N-(2,3<llfluorobenzylM-{[4-^ 

cis-N-(4-bromo-2-fluorobenzyl)^ 

cis-N-(2 > 4-difluorobenzyl)^-{[4-(dlmethylamino)-6-mothylpyiimidin-2-yl]amino 

cis^-{[4-(dimethylamino)-6-methylpyrimid^ 

cis^[4-(dimethylamino)-6-methylpyrimtt^ 

ide; 

cls^-{[4-(dimethylamino)-5-methylpyrimldin-2-yl]amino}-N^ 1 S)-1 -(4-methylphenyl)-ethyl]cyclohexanecarboxa- 
mide; 

cis^-{[4-(dimethylamino)-5-methy^ 
Ide; 

cis^-{[4-(dimethy!amino)-5-methylpyrimM 
amide; 

cis^-{[4-(dlmethyiamino)-5-me^ 
amide; 

cis^-{[4-(dimethylamino)-5-methylpyrm 
amide; 

cis-N-[(1R)-1-(4^hlorophenyl)GthyH^ 
mide; 

cis-N-[1-(4-bromophenyl)ethyO^ 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-((1R)-1-(4-nltrophenyl)-ethyl] cyclohexanecarboxam- 
ide; 

cis^-{[4-(dimethylamino)-5H7iethylpyr^ 
cis-N-(3^hlorophenyl)-4-{[4-(dimethyl^ 

cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N^(1S p 2R)-2-phenylcyclopropyl]cycl^ 
ide; 

cisH4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N^4-(trrfluoromethyl)phenyl]-cyclo 

cis-N-[(1S)-1-(4^hlorophenyl)ethyq^^ 

mide; 

cis-N-(3,4-difluorobenzyl)-4-{[4-^ 

cis^-{[4-(dimethylamino)-6H7^ 

amide; 

cis^-{[4-(dimethylamino)-6HTie^^ 
amide; 

cis-N-[(1R)-1-(4«:hlorophGnyQGthy^ 
mide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-{(1 S)-1 -(1 -naphthyl)ethyl]-cyclohexanecarboxamide; 

cis-N-[(1S)-1-(4^romophenyl)ethyH^^ 

mide; 

cis^-{[4-(dimethylamino)-5-methy^^^^ 
anecarboxamide; 

cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yi]amino}-N^( 1 R)-1 -(2-fiuorophenyl)-ethyi]cyclohexanecarboxam- 
ide; 

cis-N-{(1S)-1-[3,5-bis(trifluorom 
ctohexanecarboxamide; 

4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-{(1S)-1-[3-(trifluoromethyl 
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4^dfme^^ 
mide; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. 
[0134] In some embodiments of the present invention, R, Is selected from the group consisting of: 

(i) C,.je ^^J ub8tituted by sub8tjlU ent(s) independently selected from the group consisting of: 

! SSclic a?! substituted by substituent(s) Independently selected from the group consisting of: 

•• halogen, 

•• C^g alkyl, and 

•• C,. 5 alkyl substituted by halogen, 

(H) ^ct^Skylsubstituted by substituent(s) independently selected from the group consisting of: 

• carbocyclic aryl, and 

• carbocyclic aryl substituted by halogen, 

(HI> C wSclX substituted by substituent(s) independently selected from the group consisting of: 

• halogen, 

• C^q alkyl, 

• C-mo alkyl substituted by halogen, 

! C, J aS substituted by substituent(s) independently selected from the group consisting of: 

*• halogen, and 
carbocyclic aryl, 

L is Formula (VII); 

^te^R^jHb) wherein is hydrogen or C,. 5 alkyl and R^, is C^. s alkyl; 
wherein carbocyclic aryl is phenyl; and 
halogen is fluoro, chloro, bromo, or iodo; 

or a pharmaceutically acceptable salt, hydrate, or solvate thereof. s . . nf . r « is 

[0135] in some embodiments of the present invention, p is 1 or 2 and each T is .ndependentty C, 5 ^ J 
hydrogen; R 4 is hydrogen or C^. 5 alkyl; A and B are both single bonds; R 5 is hydrogen: or a pharmaceutically acceptable 

[ot^ compounds of the present invention are of Formula (.) wherein the compound is se- 

lected from the group consisting of: 

N-(34-dimethoxyphenyl)-N4cis-4-{[4-^^ 
N-3-(*lorophenWNMcis-4-a4-(dimethylami 
N- 34-dlchloropLyl)-NMcis^-{[4-^ 
^^X«4.(dimethylamino)-5-methylpyrim^ 

N"- cis-4- 4- dimethylamino)-5-methylpyrimidin-2-yQamino}cyclohexyl)-N-methyl-N-(4-methylpheny )urea; 

N'-(cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-yflamino}cyclohexyl)-N-(3-fluorophenyl)-N^ 

N'-(cis^{[4-(dimethylamino)-5-methylpyrimidin-2-yQamino)<^clohexyl)-N-(4-fluorophenyl)^ 

N-(4-chlorophenyl>N M c^ 
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N-p^ifluorophenyO-NM^ 
NXcis^-{[4-(dimethylamlno)-5-methylpyrimld^^ 

N'-(cls^M[4-(dimethylamino)-5-methylpyrimidin-2-ynamino}cyclohexyl)-N-(4HTiethoxypheny^ 

N^1-[3,5-bis(trifluoromethyl)phenyl]-1-methyle^ 

cyclohexyOurea; 

N-[1-(4K5hlorophenyl)-1-methyl8thyt]-N'-(cis^-{[4-(dimethylamlno)-5-methylpyrimidin-2-y0a^ 
urea; 

N-[1-(4<hlorophenyl)-1-methylethyl]-N , -(cls^[4-(dimethylamino)-6-methylpyrimidin-2-y0a^ 

N-[i%»H:hlorophenyl)-1-m^ 
methylurea; 

N{1-(4^loropheflyl)-1-methylethylh^^^ 

methylurea; , „ „ , , , , .... 

N-[1-(4K:hlorophenyl)cyclopropyO-N , -(cis^[4-(dimethylamino)-5-methylpyrimidin-2-yl]-am^ 

methylurea; 

N-(cfe^-{[4-(dimethylamino)-5HTiethylpyrimi^^ 
N-(cis^-{[4-(dimethylamino)-5^ethylpyrim^ 
N-(3,4^imethoxyphenyl)-NMcis-4-{[4-(dimethyl^^ 

N-(cfe^-{[4-(dimethylamino)-5^ethylpyrimidln-2-yl]amlno)cyclohexyl)-N , -(44luoropheny0 
N-(34^lfluorophenyl)-N'-(cis-4-{[4-(dimethylamino)-5^ethylpyrimldin-2-yl]amino}-cyolohexyl)urea; 
N-(cis^-{[4-(dimethylamino)-5^ethylpyrimidln-2-yl]amino)cyclohexy0-N^[2-(trifluoromethoxy)phen 
N-(4-^lorophenyl)-N , -(cls-4-{[4-(dimethylamino)-S-methylpyrimidin-2-yl]amlno}-cyclohexyl)urea; 

N-[3,5-bis(trffluoromethyl)phenyQ-N , -(cis^W 

N-(4-bromophenyl)-N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-cyelohexyl)urea; 
N-(cis^-{I4^dimethylamino)-54Tiethylpyrim^^ 

N-benzyl-N'-(cls-4-{[4-(dimethylamlno)-5-methylpyrimidln-2-yl]amlno}cyclohexyl)urea; 
N^2<5hloro-6-(trinuoromethyl)phenyl]-N , -(cis^[4-(dimethylamino)-5-methylpyrimidin-2-ynamino)cyclohexyl) 

urea; 

N-(cis^-fl4-(dimethylamino)-5HTiethylpy^ 

N-(24^ichlorophenyl)-N^cis-4^[4-(dimethylamto^ 

N4c'is^[4-(dlmethylamlno)-5-me%^ 

urea; 

N-(4-chlorophenyl)-N'-(cis-4^^ 
ethylurea; 

N «-( C ls^{[4-(dimethyl^ino)-5-methylpyi1midln-2-yQam 
N^(cis^{[4-(dimethylamino)-5-methylpyrimidin-2-y0amino 

urea; 

N^(cis^[4-(dimethylamino)-5-^ 

N^(cis^-}[4-(dimethylamino)-5-methylpyrimidin-2-y0amin and 
1-(2,3-dlchloro-phenyl)-3-[cls-4-(4-dime^ 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0137] In some embodiments, compounds of the present invention are of Formula (I) wherein the compound is se- 
lected from the group consisting of: 

N-p^imethoxyphenylJ-N'-tc^ 

N-(3^lorophenyl)-N'-(cis^ 

N-(3,4-dichlorophenyl)-NXcis^ 

NXcis^[4-(dimethylamino)-5-meW 
NXcis^{[4-(dimethylamlno)-5-meW 

N ^( cjs ^-{[4-(dimethylamino)-5-methylpyrimldin-2-y0amino}cyclohexyl)-N-(3-fluo 

NXcis^{[4-(dimethylamino)-5-methylpyrim^ 

N-(4-chlorophenyl)-N'-(cis-4-{[4-^ 

N-(3A^ffluorophenyl)-NXcte^ 

N^cto^4-(dime^ 

NMcis^-{[4-(dimethylamino)-5-methylpyri^^ 

N-[1-(4-chlorophenyl)-1-methylethyl]-N , -(cis-4-{[4-(dimethylamino)-5-methylpyri 
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N™Vchlorophenyl)-i™W^ 
N-lH4^hlorophenyl)-1-methylethy1]-N--(cis-4-{[4-(dim 

N-UV«4-dlmethylamino)-5^ethylpyrimldln-2-yl]amino)cyclohexyO-N^[2-(trlfluor^ 

N-4-bromophenyl)-NMcis^[4-(dlmet^^ 
N-(cis^-{[4.(dimethylamino)-5™thylpyri^^^ 
N-U4-ff4-dimethylamino)-5^^^ 

N-24Klichlorophenyl-NMcis^{[4-(dimethylamino)-5-r TO thylpyrimidin-2-yl]a m in^ 

N-(4^lorophenylhN^(ci8-4-{[4-(dimethylamino)-5-methylpyrimW 
N-[3,5-bis(tn1luo.omethyl)phenyl]-NM^^ 



N^(cis^-{[4-(dimethylamino)-5-methylpyrW 
^ cis^- 4- dimethylamino)-5-methylpyrimidin-2^ 
1-(2,3-dichloroi>henyO-34cis-4-(4^imeW 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. 
[0138] In some embodiments of the present invention, R, is selected from the group consisting of: 

hete^cS'substituted by substituent(s) independently selected from the group consisting of: 

! raro^clic a?5' substituted by substituent(s) independently selected from the group consisting of: 

•• halogen, and 
C V 5 alkoxy, 

L is Formula (X) or (XI); 
Y is -C(O)-; 

Rj is -NtR-^XRa,) wherein R^ is C,* alkyl and Ra, is C,. 5 alkyl; 
wherein carbocycllc aryl is phenyl; 
heterocyclyl is pyridyl; and 
halogen isfluoro, chloro, bromo, oriodo; 

or a pharmaceutical^ acceptable salt, hydrate, or solvate thereof. ^ M . . 

[01391 In some embodiments of the present invention, p is 1 and T is C,., alkyl; R 3 and R 4 are both hydrogen, A i 
a single bond and B is -CH 2 -; or a pharmaceutical acceptable salt, hydrate, or solvate thereof. 
[0140] In some embodiments of the present invention, R, is selected from the group consisting of: 

(i) ca *°2^^^ ubst|tuted by subst |tuent(s) independently selected from the group consisting of: 



• halogen, 

• C^o alkyl, and 

• C^o alkyl substituted by halogen, 

(ii) heterocyclyl, 

L is Formula (VII); and 

Y is -S(0) 2 -; 

Ra is -N(R2a)(R2b) wherein R 2a is C,* alkyl and R^ is C,. 5 alkyl; 
wherein carbocycllc aryl is phenyl or naphthyl; 
heterocyclyl is furyl; and 
halogen is fluoro, chloro, bromo, or iodo; 
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or a Dharmaceuticallv acceptable salt, hydrate, or solvate thereof. , . . 

[0141 £ sorer^odlments oMhe present Invention, p Is 1 and T is C„ 0 aHcyl; R, .and R, are both hydrogen, and 
A and B are both single bonds; or a pharmaceutical* acceptable salt, hydrate, or solvate thereof. 
[01 421 In some embodiments, a compound of the present invention is: 

4-chloro-N-(cis-4W-(dimethy^^ 

[014 ,r ; p r^i^^:rrr^^ - ^ 

(Bn is a benzyl group); 

F*2 is selected from the group consisting of: 

hydrogen, halogen, hydroxy, carboxy. carbamoyl, amino. Cl . s alkyl. C, 5 alkyl ^sWuted by h alogen. C alkyl 
substLed by hydroxy. C,., alkyl substituted by carboxy. C M alkyl substituted by carbamoyl. C M alkoxy. C 14 
alkoxy substituted by halogen, -N(R2a)( R 2b)i 
wherein is hydrogen or C„ alkyl and R* is C,., alkyl, C 3 . 6 cycloalkyl, or Cl . 5 alkyl substrtuted by substituent 
(s) independently selected from the group consisting of: 

halogen, 
hydroxy, 
carboxy, 
carbamoyl, 
C^s alkoxy, 
amino, 

C 3 . 6 cycloalkyl, 

or Ro is methylamino or dimethylamlno when Q is Formula (II); . . . n _ 

P«rh T indeoendentlv selected from the group consisting of halogen, hydroxy, carboxy, carbamoyl, amino, 
J S rJc IZTc ^TS^ituTed by halogen, C V5 alkyl substituted by hydroxy, Cl . 5 alkyl substituted by 

stituted by halogen, carbocyclic aryl, heterocyclyl, and -NCR^R*); 

I Is sVect^^mthe group consisting of Formula (VII). (X). (XI). (XV). (XVIII). or (XIX): wherein R 3 and R 4 are 
independently hydrogen or C« alkyl; and A and B are independently a single bond or -CH 2 -; and 
Y is a single bond; 

1 SeLTg^TrLTanxlety. depression, mood disorder, secure, obesity, diabetes, appettte and eat ng 
SSL disease, hypertension, dyslipidemia. myocardial infarction, binge eating disorders including 
ST^ntoWS disorder including manic depression, schizophrenia, delirium, dementia, stress, cognrtwe 

« aTadSon comprising administering to an individual suffering from the condfcon a therapeutically effects 
amount of a compound, as described herein, or a pharmaceutical composition thereof. fl .. . r 

S« One^pect of *e present invention pertains to methods for the p^ 

obeZ or an obesity related disorder comprising administering to an indVidua. suffenng from the xondrton a there- 
ceuS* effective amount of a compound, as described herein, or a pharmaceutical composition thereo . 
SSi Onel pect of the present invention pertains to methods for the prophylaxis or ^°»*%™ a 
sion schizophrenia, addiction, or epilepsy comprteing administering to an "J^E^ 
therapeutical^ effecth/e amount of a compound, as described herein, or a phanraceufca compos^on_ 
01«] One aspect of the present invention pertains to compounds of the present invention, as £mM ^herein, or 
a phalnaceutical composition thereof, for use in a method of treatment of the human or animal body by therapy 
[0?49] One aspect of the present invention pertains to compounds of the present invention, as 
a pharmaceutical composition thereof, for use in a method of prophylaxte or treatment of an eating disorder, obesity 
or an obesity related disorder of the human or animal body by therapy. . .. , nr 

piir One aspect of the present invention pertains to compounds of the present invention, as descnbed herein, or 
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a pharmaceutical composition thereof, for use In a method of prophylaxis or treatment of anxiety, depression, schizo- 
phrenia, addiction, or epilepsy of the human or animal body by therapy. 

[0151] One aspect of the present invention pertains to compounds of the present invention, as described herein, for 
the manufacture of a medicament for use in the prophylaxis or treatment of an eating disorder, obesity or obesity related 
5 disorders. 

[0152] One aspect of the present invention pertains to compounds of the present invention, as described herein, for 
the manufacture of a medicament for use In the prophylaxis or treatment of anxiety, depression, schizophrenia, addic- 
tion, or epilepsy. 

[01 53] One aspect of the present invention pertains to methods of decreasing food intake of an individual comprising 
to administering to the individual a therapeutically effective amount of a compound, as described herein, or a pharma- 
ceutical composition thereof. 

[0154] One aspect of the present invention pertains to methods of inducing satiety In an individual comprising ad- 
ministering to said individual a therapeutically effective amount of a compound, as described herein, or a pharmaceutical 

composition thereof. . 
15 [01 55] One aspect of the present invention pertains to methods of controlling or reducing weight gain in an individual 
comprising administering to said individual a therapeutically effective amount of a compound, as described herein, or 
a pharmaceutical composition thereof. 

[0156] One aspect of the present invention pertains to methods of modulating a MCH receptor in an individual com- 
prising contacting the receptor with a compound, as described herein, in some embodiments, the compound is an 

20 antagonist In some embodiments, the modulation of the MCH receptor is for the prophylaxis or treatment of an eating 
disorder obesity or obesity related disorder. In some embodiments, the modulation of the MCH receptor reduces food 
intake of the individual. In some embodiments, the modulation of the MCH receptor induces satiety in the individual. 
In some embodiments, the modulation of the MCH receptor controls or reduces weight gain of the individual. In some 
embodiments, the modulation of the MCH receptor is for prophylaxis or treatment of anxiety, depression, schizophrenia, 

25 addiction, or epilepsy. 

[0157] In some embodiments, the individual is a mammal. 
[0158] In some embodiments, the mammal is a human. 

[0159] In some embodiments, the human has a body mass index of about 18.5 to about 45. In some embodiments, 
the human has a body mass index of about 25 to about 45. In some embodiments, the human has a body mass index 

30 of about 30 to about 45. In some embodiments, the human has a body mass index of about 35 to about 45. 

[0160] One aspect of the present invention pertains to methods of producing a pharmaceutical composition com- 
prising admixing a compound, as described herein, and a pharmaceutical^ acceptable carrier. 
[0161] One aspect of the present invention pertains to methods for the prophylaxis ortreatment of improving memory 
function, sleeping and arousal, anxiety, depression, mood disorders, seizure, obesity, diabetes, appetite and eating 

35 disorders, cardiovascular disease, hypertension, dyslipidemia, myocardial infarction, binge eating disorders including 
bulimia, anorexia, mental disorders including manic depression, schizophrenia, delirium, dementia, stress, cognitive 
disorders, attention deficit disorder, substance abuse disorders and dyskinesias including Parkinson's disease, epilep- 
sy, and addiction in mammals in need of such treatment comprising administering to the mammal a therapeutically 
effective amount of a compound, as described herein, or pharmaceutical composition thereof. 

40 [0162] One embodiment of the invention includes any compound of the invention which selectively binds an MCH 
receptor, such selective binding is preferably demonstrated by a Ki for one or more other GPCR(s), preferably NPY, 
being at least 1 0-fold greater than the Ki for any particular MCH receptor, preferable MCHR1 . 
[0163] As used herein, the term "alkyl" is intended to denote hydrocarbon compounds including straight chain and 
branched chain, including for example but not limited to methyl, ethyl, n-propyl, isopropyl, n-butyl, see-butyl, tert-butyl, 

45 n-pentyl, isopentyl, tert-pentyl, n-hexyl, and the like. 

[0164] The term "alkoxy" is intended to denote substituents of the formula -O-alkyl. 

[0165] At various places in the present specification substituents of compounds of the invention are disclosed in 
groups. It is specifically intended that the invention include each and every individual subcombination of the members 
of such groups. 

so [0166] G-protein coupled receptors (GPCRs) represent a major class of cell surface receptors with which many 
neurotransmitters interact to mediate their effects. GPCRs are predicted to have seven membrane-spanning domains 
and are coupled to their effectors via G-proteins linking receptor activation with intracellular biochemical seq uelae such 
as stimulation of adenylyl cyclase. Melanin Concentrating Hormone (MCH), a cyclic peptide, has been identified as 
the endogenous ligand of the orphan G-protein coupled receptor SLC-1 . See, for example, Shimomura et al., Biochem. 

55 Biophys. Res. Commun. 261 , 622-26 (1999). Studies have indicated that MCH acts as a neurotransmitter/modulator/ 
regulator to alter a number of behavioral responses. 

[0167] Mammalian MCH (19 amino acids) is highly conserved between rat, mouse, and human, exhibiting 100% 
amino acid identity, but its physiological roles are less clear. MCH has been reported to participate in a variety of 
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processes including feeding, water balance, energy metabolism, general arousal/attention state, memory and cognitive 
functions, and psychiatric disorders. For reviews, see 1. Baker, Int. Rev. Cylol. 126:1-47 (1991); 2. Baker, TEM 5: 
120-126 (1994); 3. Nahon, Critical Rev. in Neurobiol 221 :221-262, (1 994); 4. Knigge et al., Peptides 18(7):1095-1 097, 
(1996). The role of MCH in feeding or body weight regulation is supported by Qu et ah, Nature 380:243-247, (1996), 

5 demonstrating that MCH is over expressed In the hypothalamus of ob/ob mice compared with ob/+mice, and that fasting 
further increased MCH mRNA in both obese and normal mice during fasting. MCH also stimulated feeding in normal 
rats when injected Into the lateral ventricles as reported by Rossi et al., Endocrinology 1 38:361 -356, (1 997). MCH also 
has been reported to functionally antagonize the behavioral effects of a-MSH; see: Miller et al., Peptides 14:1-10, 
(1993); Gonzalez et al, Peptides 17:171-177, (1996); and Sanchez et al., Peptides 18:3933-396, (1997). In addition, 

10 stress has been shown to increase POMC mRNA levels while decreasing the MCH precursor preproMCH (ppMCH) 
mRNA levels; Presseet al., Endocrinology 1 31 : 1 241 -1 250, (1 992). Thus MCH can serve as an integrative neuropeptide 
involved in the reaction to stress, as well as in the regulation of feeding and sexual activity; Baker, Int. Rev. Cytol. 1 26: 
1-47, (1991); Knigge et al., Peptides 17:1063-1073, (1996). 

[01 68] The localization and biological activities of MCH peptide suggest that the modulation of MCH receptor activity 

is can be useful in a number of therapeutic applications. MCH is expressed in the lateral hypothalamus, a brain area 
implicated in the regulation of thirst and hunger: Grillon et al., Neuropeptides 31:131-136, (1997); recently orexins A 
and B, which are potent orexigenlc agents, have been shown to have very similar localization to MCH in the lateral 
hypothalamus; Sakurai et al., Cell 92:573-585 (1998). MCH mRNA levels in this brain region are increased in rats after 
24 hours of food-deprivation; Herve and Fellmann, Neurpeptldes31 :237-242 (1997); after insulin injection, a significant 

20 increase in the abundance and staining intensity of MCH immunoreactive perlkarya and fibres was observed concurrent 
with a significant increase in the level of MCH mRNA; Bahjaoui-Bouhaddi et al., Neuropeptides 24:251-258, (1994). 
Consistent with the ability of MCH to stimulate feeding in rats; Rossi et al., Endocrinology 1 38:351 -355, (1 997); is the 
observation that MCH mRNA levels are upregulated in the hypothalami of obese ob/ob mice; Qu et al., Nature 380: 
243-247, (1 996); and decreased in the hypothalami of rats treated with leptin, whose food intake and body weight gains 

25 are also decreased; Sahu, Endocrinology 139:795-798, (1998). MCH appears to act as a functional antagonist of the 
melanocortin system in its effects on food intake and on hormone secretion within the HPA (hypothalamopituitary/ 
adrenal axis); Ludwig et al., Am. J. Physiol. Endocrinol. Metab. 274:E627-E633, (1998). Together these data suggest 
a role for endogenous MCH in the regulation of energy balance and response to stress, and provide a rationale for the 
development of specific compounds acting at MCH receptors for use in the treatment of obesity and stress-related 

30 disorders. 

[0169] Accordingly, a MCH receptor antagonist is desirable for the prophylaxis or treatment of obesity or obesity 
related disorders. An obesity related disorder is a disorder that has been directly or indirectly associated to obesity, 
such as, type II diabetes, syndrome X, impaired glucose tolerance, dyslipidaemia, hypertension, coronary heart disease 
and other cardiovascular disorders including atherosclerosis, insulin resistance associated with obesity and psoriasis, 

35 for treating diabetic complications and other diseases such as polycystic ovarian syndrome (PCOS), certain renal 
diseases including diabetic nephropathy, glomerulonephritis, glomerular sclerosis, nephrotic syndrome, hypertensive 
nephrosclerosis, end-stage renal diseases and microalbuminuria as well as certain eating disorders. 
[0170] In species studied to date, a major portion, of the neurons of the MCH cell group occupies a rather constant 
location in those areas of the lateral hypothalamus and subthalamus where they lie and can be a part of some of the 

40 so-called "extrapyramidal" motor circuits. These involve substantial striato- and pallidofugal pathways involving the 
thalamus and cerebral cortex, hypothalamic areas, and reciprocal connections to subthalamic nucleus, substantia 
nigra, and mid-brain centers; Bittencourt et al., J. Comp. Neurol. 319:218-245, (1992). in their location, the MCH cell 
group may offer a bridge or mechanism for expressing hypothalamic visceral activity with appropriate and coordinated 
motor activity. Clinically it can be of some value to consider the involvement of this MCH system in movement disorders, 

45 such as Parkinsons disease and Huntingdon's Chorea in which extrapyramidal circuits are known to be involved. 
[0171] Human genetic linkage studies have located authentic hMCH loci on chromosome 12 (12q23-24) and the 
variant hMCH loci on chromosome 5 (5q12-13) (Pedeutour et al., 1994). Locus 12q23-24 coincides with a locus to 
which autosomal dominant cerebellar ataxia type II (SCA2) has been mapped; Auburger et al., Cytogenet. Cell. Genet. 
61:252-256, (1992); Twells et al., Cytogenet. Cell. Genet. 61:262-265, (1992). This disease comprises neurodegen- 

50 erative disorders, including an olivopontocerebellar atrophy. Furthermore, the gene for Darter's disease, has been 
mapped to locus 12q23-24; Craddocket al., Hum. Mol. Genet. 2:1941-1943, (1993). Darters' disease is characterized 
by abnormalities I keratinocyte adhesion and mental illnesses in some families. In view of the functional and neuroan- 
atomies patterns of the MCH neural system in the rat and human brains, the MCH gene can represent a good candidate 
for SCA2 or Darier's disease. Interestingly, diseases with high social impact have been mapped to this locus. Indeed, 

55 the gene responsible for chronic or acute forms of spinal muscular atrophies has been assigned to chromosome 
5q1 2-1 3 using genetic linkage analysis; Melki et al., Nature (London) 344:767-768, (1 990); Westbrook et al., Cytogenet. 
Cell. Genet. 61 :225-231 , (1992). Furthermore, independent lines of evidence support the assignment of a major schiz- 
ophrenia locus to chromosome 5q11 .2-13.3; Sherrington et al., Nature (London) 336:164-167, (1988); Bassett et al., 
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Lancet 1 :799-801 , (1988); Gilliam et al., Genomics 5:940-944, (1 989). The above studies suggest that MCH can play 
a role in neurodegenerative diseases and disorders of emotion. 

[0172] Additional therapeutic applications for MCH-related compounds are suggested by the observed effects of 
MCH in other biological systems. For example, MCH can regulate reproductive functions in male and female rats. MCH 

5 transcripts and MCH peptide were found within germ cells in testes of adult rats, suggesting that MCH can participate 
in stem cell renewal and/or differentiation of early spermatocytes; Hervieu et al., Biology of Reduction 54:1161 -11 72, 
(1 996). MCH Injected directly Into the medial preoptic area (MPOA) or ventromedial nucleus (VMN) stimulated sexual 
activity in female rats; Gonzalez et al., Peptides 1 7:1 71-1 77, (1 996). In ovarlectomized rats primed with estradiol, MCH 
stimulated luteinizing hormone (LH) release while anti-MCH antiserum inhibited LH release; Gonzalez et al., Neuroen- 

10 docrinology 66:254-262, (1 997). The zona Incerta, which contains a large population of MCH cell bodies, has previously 
been identified as a regulatory site for the pre-ovulatory LH surge; MacKenzie et al., Neuroendocrinology 39:289-295, 
(1984). MCH has been reported to influence release of pituitary hormones including ACTH and oxytocin. MCH ana- 
logues can also be useful in treating epilepsy. In the PTZ seizure model, injection of MCH prior to seizure induction 
prevented seizure activity In both rats and guinea pigs, suggesting that MCH-containing neurons can participate in the 

15 neural circuitry underlying PTZ-induced seizure; Knigge and Wagner, Peptides 18:1095-1097, (1997). MCH has also 
been observed to affect behavioral correlates of cognitive functions. MCH treatment hastened extinction of the passive 
avoidance response in rats; McBride et al., Peptides 15:757-759, (1994); raising the possibility that MCH receptor 
antagonists can be beneficial for memory storage and/or retention. A possible role for MCH in the modulation or per- 
ception of pain is supported by the dense innervation of the periaqueductal grey (PAG) by MCH-positive fibers. Finally, 

20 MCH can participate In the regulation of fluid intake. ICV infusion of MCH in conscious sheep produced diuretic, natri- 
uretic, and kaliuretic changes in response to increased plasma volume; Parkes, J. Neuroendocrinol. 8:57-63, (1996). 
Together with anatomical data reporting the presence of MCH in fluid regulatory areas of the brain, the resuits indicate 
that MCH can be an important peptide involved in the central control of fluid homeostasis in mammals. 
[0173] In a recent citation MCHR1 antagonists surprisingly demonstrated their use as an anti-depressants and/or 

23 anti-anxiety agents. MCHR1 antagonists have been reported to show antidepressant and anxiolytic activities in rodent 
models, such as, social interaction, forced swimming test and ultrasonic vocalization. Therefore, MCHR1 antagonists 
could be useful to independently treat subjects with depression and/or anxiety. Also, MCHR1 antagonists could be 
useful to treat subjects that suffer from depression and/or anxiety and obesity. 

[0174J This invention provides a method of treating an abnormality in a subject wherein the abnormality is alleviated 
30 by decreasing the activity of a mammalian MCH 1 receptor which comprises administering to the subject an amount 
of a compound which is a mammalian MCH1 receptor antagonist effective to treat the abnormality. In separate em- 
bodiments, the abnormality is a regulation of a steroid or pituitary hormone disorder, an epinephrine release disorder, 
an anxiety disorder, genta gastrointestinal disorder, a cardiovascular disorder, an electrolyte balance disorder, hyper- 
tension, diabetes, a respiratory disorder, asthma, a reproductive function disorder, an immune disorder, an endocrine 
35 disorder, a musculoskeletal disorder, a neuroendocrine disorder, a cognitive disorder, a memory disorder, a sensory 
modulation and transmission disorder, a motor coordination disorder, a sensory integration disorder, a motor integration 
disorder, a dopaminergic function disorder, a sensory transmission disorder, an olfaction disorder, a sympathetic in- 
nervation disorder, an affective disorder, a stress-related disorder, a fluid-balance disorder, a seizure disorder, pain, 
psychotic behavior, morphine tolerance, opiate addiction or migraine. 
40 [01 75] Compositions of the invention can conveniently be administered in unit dosage form and can be prepared by 
any of the methods well known in the pharmaceutical art, for example, as described in Remington's Pharmaceutical 
Sciences (Mack Pub. Co., Easton, PA, 1980). 

[0176] The compounds of the invention can be employed as the sole active agent in a pharmaceutical or can be 
used in combination with other active ingredients which could facilitate the therapeutic effect of the compound. 

45 [01 77] Compounds of the present invention or a solvate or physiologically functional derivative thereof can be used 
as active ingredients in pharmaceutical compositions, specifically as a MCH receptor antagonists. By the term "active 
ingredient" is defined in the context of a "pharmaceutical composition" and shall mean a component of a pharmaceutical 
composition that provides the primary pharmaceutical benefit, as opposed to an "inactive ingredient" which would 
generally be recognized as providing no pharmaceutical benefit The term "pharmaceutical composition" shall mean 

so a composition comprising at one active ingredient and at least one ingredientthat is not an active ingredient (for example 
and not limitation, a filler, dye, or a mechanism for slow release), whereby the composition is amenable to use for a 
specified, efficacious outcome in a mammal (for example, and not limitation, a human). 

[0178] Pharmaceutical compositions, including, but not limited to, pharmaceutical compositions, comprising at least 
one compound of the present invention and/or an acceptable salt or solvate thereof (e.g. , a pharmaceutical^ acceptable 
55 salt or solvate) as an active ingredient combined with at least one carrier or excipient (e.g., pharmaceutical carrier or 
excipient) can be used in the treatment of clinical conditions for which a MCH receptor antagonist is indicated. At least 
one compound of the present invention can be combined with the carrier in either solid or liquid form in a unit dose 
formulation. The pharmaceutical carrier must be compatible with the other ingredients in the composition and must be 
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tolerated by the individual recipient. Other physiologically active ingredients can be incorporated into the pharmaceu- 
tical composition of the Invention If desired, and If such ingredients are compatible with the other ingredients In the 
composition. Foimulations can be prepared by any suitable method, typically by uniformly mixing the active compound 
(s) with liquids or finely divided solid carriers, or both, in the required proportions, and then, if necessary, forming the 

5 resulting mixture into a desired shape. 

[0179] Conventional excipients, such as binding agents, fillers, acceptable wetting agents, tabletting lubricants, and 
dislntegrants can be used In tablets and capsules for oral administration. Liquid preparations for oral administration 
can be in the form of solutions, emulsions, aqueous or oily suspensions, and syrups. Alternatively, the oral preparations 
can be in the form of dry powder that can be reconstituted with water or another suitable liquid vehicle before use. 

10 Additional additives such as suspending or emulsifying agents, non-aqueous vehicles (including edible oils), preserv- 
atives and flavorings and colorants can be added to the liquid preparations. Parenteral dosage forms can be prepared 
by dissolving the compound of the invention In a suitable liquid vehicle and filter sterilizing the solution before filling 
and sealing an appropriate vial or ampoule. These are just a few examples of the many appropriate methods well 
known in the art for preparing dosage forms. 

is [01801 It is noted that when the MCH receptor antagonists are utilized as active Ingredients in a pharmaceutical 
composition, these are not intended for use only in humans, but in other non-human mammals as well. Indeed, recent 
advances in the area of animal health-care mandate that consideration be given forthe use of MCH receptor antagonists 
forthe treatment of obesity in domestic animals (e.g., cats and dogs), and MCH receptor antagonists in other domestic 
animals where no disease or disorder is evident (e.g., food-oriented animals such as cows, chickens, fish, etc.). Those 

20 of ordinary skill in the art are readily credited with understanding the utility of such compounds in such settings. 

[0181] Pharmaceutically acceptable salts of the compounds of the invention can be prepared by reacting the free 
acid or base forms of these compounds with the appropriate base or acid in water, in an organic solvent, or in a mixture 
of the two- generally, nonaqueous media like ether, ethyl acetate, ethanol, Isopropanol, dioxane. or acetonitrile are 
preferred For instance, when the compound (I) possesses an acidic functional group, it can form an inorganic salt 

25 such as an alkali metal salt (e.g., sodium salt, potassium salt, etc.), an alkaline earth metal salt (e.g. calcium salt, 
magnesium salt, barium salt, etc.), and an ammonium salt. When the compound (I) possesses a basic functional group, 
it can form an inorganic salt (e.g., hydrochloride, sulfate, phosphate, hydrobromate. etc.) or an organic salt (e.g., ac- 
etate, maleate, fumarate, succinate, methanesulfonate, p-toluenesulfonate, citrate, tartrate, etc.). 

30 other Utilities 

[0182] Another object of the present invention relates to radiolabeled compounds of Formula (la) that would be 
useful not only in radio-imaging but also in assays, both in vitro and in vivo, for localizing and quantitating MCH in 
tissue samples, including human, and for identifying MCH ligands by inhibition binding of a radiolabelled compound. 

35 it is a further object of this invention to develop novel MCH assays of which comprise such radiolabelled compounds. 
TO1831 Suitable radionuclides that can be incorporated In compounds of the present invention include but are not 
limited to 3 H (also written as T). «C ,"C, "F, 1*1 , 32 Br «l, «*|, «!, "Br "Br, «0, «N. *S and "Br. The ra- 
dionuclide that Is incorporated in the instant radiolabelled compounds will depend on the specific application of that 
radiolabelled compound. Thus, for in vitro MCH labeling and competition assays, compounds that 

40 incorporate 3 H, 14 C, 12s l, 131 l, ^S or 32 Br will generally be most useful. For radio-imaging 
applications 11 C, 18 F, 125 l, 123 l, 124 l, 131 l, 75 Br, 76 Br or "Br will generally be most useful. 

[0184] It is understood that a "radio-labelled * or "labelled compound" is a compound of Formula (la) that has incor- 
porated at least one radionuclide; in some embodiments the radionuclide is selected from the group consisting 
of 3 M 14 C, 12S I , and 82 Br; in some embodiments the radionuclide 3 H or "C. Moreover, it should be understood 
45 that all of the atoms represented in the compounds of the invention can be either the most commonly occurring isotope 
of such atoms or the more scarce radio-isotope or nonradlo-actlve isotope. 

[0185] Synthetic methods for incorporating radio-isotopes into organic compounds including those applicable to 
those compounds of the invention are well known in the art and include incorporating activity levels of tritium into target 
molecules include: A. Catalytic Reduction with Tritium Gas-This procedure normally yields high specific activity products 

so and requires halogenated or unsaturated precursors. B. Reduction with Sodium Borohydride pH] - This procedure is 
rather inexpensive and requires precursors containing reducible functional groups such as aldehydes, ketones, lac- 
tones esters, and the like. C. Reduction with Lithium Aluminum Hydride pH] • This procedure offers products at almost 
theoretical specific activities. It also requires precursors containing reducible functional groups such as aldehydes, 
ketones lactones, esters, and the like . 0. Tritium Gas Exposure Labeling - This procedure involves exposing precursors 

55 containing exchangeable protons to tritium gas in the presence of a suitable catalyst. E. N-Methylatlon using Methyl 
Iodide pH] - This procedure is usually employed to prepare O-methyl or N-methyl ( 3 H) products by treating appropnate 
precursore with high specific activity methyl iodide ( 3 H). This method in general allows for high specific activity, such 
as about 80-87 Ci/mmol. 
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[0186] Synthetic methods for incorporating activity levels of 125 l into target molecules include: A. Sandmeyer and 
like reactions - This procedure transforms an aryl or heteroaryl amine into a diazonlum salt, such as a tetrafluoroborate 
salt, and subsequently to 125 l labelled compound using Na 125 l. A represented procedure was reported by Zhu, D.-G. 
and co-workers in J. Org. Chew. 2002, 67, 943-948. B. Ortho i25| OC |jnation of phenols - This procedure allows for the 

5 incorporation of 125 l at the ortho position of a phenol as reported by Collier, T. L. and co-workers in J. Labelled Compd 
Radiopharm. 1999, 42, S264-S266. C. Aryl and heteroaryl bromide exchange with 125 l - This method is generally a 
two step process. The first step is the conversion of the aryl or heteroaryl bromide to the corresponding tri-alkyltin 
intermediate using for example, a Pd catalyzed reaction [i.e. Pd(Ph 3 P)4] or through an aryl or heteroaryl lithium, in the 
presence of a tri-alkyttinhalide or hexaalkylditln [e.g., (CH3) 3 SnSn(CH 3 )3]. A represented procedure was reported by 

w Bas, M.-D. and co-workers in J. Labelled Compd Radiopharm. 2001 , 44, S280-S282. 

[0187] A radiolabelled MICH compound of Formula (I) can be used in a screening assay to identify/evaluate com- 
pounds. In general terms, a newly synthesized or identified compound (i.e., test compound) can be evaluated for its 
ability to reduce binding of the "radiolabelled compound of Formula (la)" to the MCH receptor. Accordingly, the ability 
of a test compound to compete with the "radio-labelled compound of Formula (la) n for the binding to the MCH receptor 

15 directly correlates to its binding affinity. 

[0188] The labelled compounds of the present invention bind to the MCH receptor. In one embodiment the labelled 
compound has an IC^ less than about 500 jxM, in another embodiment the labelled compound has an IC^ less than 
about 100 jxM, in yet another embodiment the labelled compound has an IC^ less than about 10 in yet another 
embodiment the labelled compound has an IC^ less than about 1 jiM, and in still yet another embodiment the labelled 

20 inhibitor has an IC50 less than about 0.1 \i M. 

Preparation of Compound of Formula (I) - General synthetic methods 

[0189] The novel substituted quinolines, tetrahydroquinazolines, and pyrimidines of the present invention can be 
25 readily prepared according to a variety of synthetic manipulations, all of which would be familiar to one skilled in the 
art. Preferred methods for the preparation of compounds of the present invention include, but are not limited to, those 
described in Scheme 1-24. 

[0190] The common intermediate (F) of the novel substituted quinolines can be prepared as shown in Scheme 1. 
Commercially available 2,4-dihydroxyquinoline (A) , wherein T and p is as defined above, is converted to 2,4-dihalo- 
30 qulnoline (B) by a halogenatlng agent with or without a base (wherein X is halogen such as chloro, bromo, or iodo). 
The halogenatlng agent Includes phosphorous oxychloride (POCI 3 ), phosphorous oxybromide (POBr 3 ), or phosphorus 
pentachloride (PCI 5 ). The base includes a tertiary amine (preferably N,A/<liisopropylethylamine, etc.) or an aromatic 
amine (preferably A/,JV-dimethylaniline, etc.). Reaction temperature ranges from about 100°C to 200°C, preferably 
about 140°C to180°C. 

35 [0191] The halogen of 4-position of 2,4-dihalo-quinoline (B) is selectively substituted by a primary or secondary amine 
(HNR^Ra,, wherein and R^, are as defined above) with or without a base in an inert solvent to provide the cor- 
responding 4-substitued amino adduct (C). The base includes an alkali metal carbonate (preferably sodium carbonate 
or potassium carbonate, etc.), an alkali metal hydroxide (preferably sodium hydroxide, etc.), or a tertiary amine (pref- 
erably A/,A/-diisopropylethylan-tine, triethylamine, or N-methylmorpholine, etc.). The inert solvent includes lower alkyl 

40 alcohol solvents (preferably methanol, ethanol, 2-propanol, or butanol, etc.), ethereal solvents (preferably tetrahydro- 
furan or dioxane, etc.), or amide solvents (preferably /V.N-dtmethylformamide or 1 -methyl-pyrrolidin-2-one, etc.). Re- 
action temperature ranges from about 0°C to 200°C, preferably about 1 0°C to 150°C, 

[01 92] In turn, this is substituted by the mono-protected diamine (D) , wherein R3, R 4 , A, and B are as defined above 
and P is a protective group, with or without a base in an inert solvent to provide 2,4-disubstituted amino quinoline (E). 

45 The base includes an alkali metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali 
metal hydroxide (preferably sodium hydroxide, etc.), or a tertiary amine (preferably A/,A/-dlisopropylethylamine, triethyl- 
amine, or Af-methylmorpholine, etc.). The inert solvent includes lower alkyl alcohol solvents (preferably methanol, eth- 
anol, 2-propanol, or butanol, etc.) or amide solvents (preferably Al/V-dimethylformamide or 1 -methyl-pyrrolidin-2-one, 
etc.). Reaction temperature ranges from about 50°C to 200°C, preferably about 80°C to 150°C. Also this reaction can 

so be carried out under microwave conditions. 

[0193] Representative protecting groups suitable for a wide variety of synthetic transformations are disclosed in 
Greene and Wuts, Protective Groups in Organic Synthesis, second edition, John Wiley & Sons, New York, 1 991 , the 
disclosure of which is incorporated herein by reference in its entirety. The deprotection of the protective group leads 
to the common intermediate (F) of the novel substituted quinolines. 

55 
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Scheme 1 
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[0194] The conversion of the common intermediate (F) to the nove. substituted quinolines (G-K) of the present in- 
vention is outlined in Scheme 2. dehydrating condensing agent in an inert 

tramethyluronium hexaf luorophosphate (HATU) or <V &0 ™W< ' £ y y ^ t , |udes , ower halocar . 

,* ran or dtoxare). *hl. solvit, (preferwy ^w..^ 

amine (preferably pyndine, .midazole, poly-(4 vinyjvna ne>, era, (prS f e rably tetrahydrofuran or dl- 
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aromatic sofcents (preferably toluene, etc.) . Reaction temperature ranges from about -78-C to 200-C. preferably about 

foiwl 0 Alternatively, the novel amine (H) of the present invention can be obtained by reductive aminatton reaction 
us ng aldehyde (R.CHO) and a reducing agent in an inert sofcent with or wfthout an acd. The reducng agent includes 
sodium triacetoxyborohydride, sodium cyanoborohydride, sodium borohydride, or boran-pyndine comple proferaWy 
sodium triaceiorohydride or sodium cyanoborohydride. The inert 

preferably methanolorethanol. etc.), lower halocarbon solvents (preferably dichloromethane.dlchloroethane, orcWo- 
of^re hereal sclents preferab* tetrahydrofuran or dioxane). or aromatte sclents t^^^ 
The acid includes an inorganic acid (preferably hydrochloric acid or sulfuric acid) or an organic ac d (preferably acetic 
Icfd) ^ ReSn temjeratu'e ranges 1mm about -20'C to 120-C, preferabty about 0-C to 1 00-C. Ateo th« reaction can 
be carried out under microwave conditions. .^-.mNrrnti 
r01991 The novel urea (I) of the present invention can be obtained by urea reaction using an isocyanate (R,NCO) In 
« St solvent w!th or without a base. The base includes an alkali metal carbonate (preferably sodium carbonate or 
ZS^^Za Z, an alkali metal hydrogencarbonate (preferab* sodium hydro 9^" ate ^^l^ 
Sencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, 
amine preferably N W-diopropylethylamine. triethylamine, or N-methylmorpholine, etc.), or an aromatic amine (pref- 
erably SrrilTor £nLo.e etc ). The inert solvent includes lower halocarbon solvents (preferably dtehloromethane. 
^rSZoZio^, etc.). etherealsoivents (preferably tetrahydrofuran ordioxane) .aromatic , sohrents (pref- 
erably benzene or toluene, etc.). or polar solvents (preferably N./v-dimethylfom^amide or drmethyl sutfox.de. etc.). 
Reaction temperature ranges from about -20°C to 120'C, preferably about 0°C to 1 00 C. 

K T^TamC (F) is reacted with a isothiocyanate (R.NCS) in an inert solvent with or without a base to provide 
henovel ^tourea (J of the present invention. The base includes an alkali metal carbonate (preferably sodium car- 
bonado ^ etc.). an alkali metal hydrogencarbonate (praferab* sodium hydrogencarbonate or 
ootiium h^rogencarbonate. etc.). an alkali hydroxide (preferably sodium hydroxide or potassium hydroxide. etol 
amine Preferably /v.Vdiisopropylethylamine, triethylamine, or /V-methylmorpholine, etc.), or an , aromatto 
amtoe (p^ ^^abiy pyridine or imidazole etc). Trie Inert solvent includes lower halocarbon Prefe^ di^ 
TmeZne, dtehlofoethane, or chloroform, etc.). ethereal solvents (preferably tetrahydrofuran or dioxane . aromatic 
solvents (preferably benzene or toluene, etc.), or amide soMmts (preferably W.AWimethylformamide, etc.). Reaction 
temperature ranges from about -20»C to 120«C, preferably about O'C to 100»a 

02011 Thenovelurothane(K)ofthepresentinventioncanbeobtainedbyure m anereactionus l ngR 1 OCOX, wherein 
halogen uch bs chtoro bromo, or iodo, In an Inert sofcent wKh or wKhout a base. The base includes an alkali 
mil carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal hydrogencarbonate (pn* 
Zw^TwrogeJ***** or potassium hydrogencarbonate, etc.). an alkali hydroxide (pre erab* sodium hy- 

or potassium hydroxide, etc.). a ternary amine (proferably W.^^ 
ylmorpholine. etc.). or an aromatic amine (preferabty pyridine, imidazole, or poly-(4-v.nylpynd.ne) etc.). The inert sol 
ve^Sls lower halocarbon soVents (preferab* dichloromethane, dichloroethane. or chloroform, etc.). e hereal 
sXente (preferably tetrahydrofuran or dioxane). aromatic sohrents (preferably benzene or to.uene. ete^. or P^ 
vents (preferab* N./v-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from about -20 C 
to 120°C, preferably about 0°C to 100°C. 
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[02021 Compounds of Formula (N) can be prepared as shown in Scheme 3. [4-(Benzyloxycaroonylamino-methyO- 
cvclohexyll-carbamic acid tert-butyl ester (L) is synthesized by the method which is described in WO 01/72710. The 
deprotection of Boc-group is achieved by an acid to give the amine (M). The coupling of the amine with quinoline core 
(C), which is synthesized as scheme 1 , gives 2,4-disubstltuted amino quinoline. The deprotection of Z-group Is achieved 
by hydrogen reduction to give compounds of Formula (N). 
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Scheme 3 
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[0203] Compounds of Formula (P) can be prepared as shown in Scheme 4. The dicarboxyllc acid of commercially 
available cfe-cyclohexane-1 ,4-dicarboxylic acid is transformed to dibenzyl carbamate by curtlus rearrangement. The 
deprotection of Z-group is achieved by hydrogen reduction to give the diamine. The mono-protection of the diamine 
can be achieved by the method described in Synthetic communications, 20, 2559-2564 (1 990) to give the compound 
(O). The coupling of the amine with qulnoline core (C) , which is synthesized as scheme 1 , gives 2,4-disubstituted amino 
quinoline. The deprotection of Boc-group is achieved by an acid to give the amine (P). 

Scheme 4 

^y.CthH Dp PA . ^yNHZ i )H2 ,Pd-C ^.NHBoc 

HOJT^^ BnOH ZHN^^ 2) (BoOgO H 2 N^^ 

(O) 





NHBoc acj(J ^P> 

coupling 



[0204] The common intermediate (V) of the novel substituted tetrahydroquinazolines can be prepared as shown in 
Scheme 5. Commercially available ethyl 2-cyclohexanonecarboxylate (Q), wherein T and p is as defined above, is 
transformed to 2,4-dihydroxytetrahydroquinazoline (R) according to the method described in EP 0604920. 2,4-Dihy- 
droxytetrahydroquinazoline (R) is converted to 2,4-dihalo-tetrahydroquinazoline (S) by a halogenating agent with or 
without a base (wherein X is halogen such as chloro, bromo, or iodo). The halogenating agent includes phosphorous 
oxychloride (POCI 3 ), phosphorous oxybromide (POBrg), or phosphorus pentachloride (PCI 5 ). The base includes a 
tertiary amine (preferably A/,/v-diisopropylethylamine, etc.) or an aromatic amine (preferably /v.W-dimethylaniline, etc.). 
Reaction temperature ranges from about 100°C to 200°C, preferably about 140°C to 1 BO-'C. 
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[0205] The halogen of 4-position of 2,4-dihalo-tetrahydroquinazoline (S) is selectively substituted by a primary or 
secondary amine (HNRjaRa,, wherein R^ and Ra, are as defined above) with or without a base In an Inert solvent to 
provide the corresponding 4-substitued amino adduct (T). The base includes an alkali metal carbonate (preferably 
sodium carbonate or potassium carbonate, etc.). an alkali metal hydroxide (preferably sodium hydroxide, etc.), or a 
tertiary amine (preferably N,/v-diisopropylethylamine, triethylamine. or W-methylmorpholine, etc.). The inert solvent 
includes lower alkyl alcohol solvents (preferably methanol, ethanol, 2-propanol, or butanol. etc.). ethereal solvents 
(preferably tetrahydrofuran or dioxane. etc.). or amide solvents (preferably /V.AMImethylformamide or 1 -methyl-pyrro- 
lidin-2-one, etc.). Reaction temperature ranges from about 0°C to 200°C, preferably about 10°C to 150°C. 
[0206] In turn, this is substituted by the mono-protected diamine (D) , wherein R3, R 4 . A. and B are as defined above 
and P is a protective group, with or without a base in an inert solvent to provide 2,4-disubstituted amino tetrahydro- 
quinazoline (U). The base includes an alkali metal carbonate (preferably sodium carbonate or potassium carbonate, 
etc ), an alkali metal hydroxide (preferably sodium hydroxide, etc.). or a tertiary amine (preferably AtN-diisopropylethyl- 
amine. triethylamine, or A^methylmorpholine, etc.). The inert solvent includes lower alkyl alcohol solvents (preferably 
methanol, ethanol. 2-propanol. or butanol. etc.) or amide solvents (preferably W.W-dimethylformamide or 1-methyl- 
pyrrolidin-2-one, etc.). Reaction temperature ranges from about 50°C to 200°C, preferably about 80°C to 1 50°C. Also 
this reaction can be carried out under microwave conditions. 

[O207] The deprotection of the protective group leads to the common intermediate (V) of the novel substituted tet- 
rahydroquinazolines. 
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[0208] The conversion of the common intermediate (V) to the novel substituted tetrahydroquinazolines (W-A*) of the 
present invention is outlined in Scheme 6. 

[0209] The amine (V) is reacted with a carboxylic acid (R^OgH) and a dehydrating condensing agent in an inert 
solvent with or without a base to provide the novel amide (W) of the present invention. The dehydrating condensing 
agent includes dicyclohexylcarbodiimide (DCC), 1-ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride 
(EDOHCI), bromo-tris-pyrrolidino-phosnium hexafluorophosphate (PyBroP), 0-(7-azabenzotriazol-1-yl)-1,1,3.3-te- 
tramethyluronium hexafluorophosphate (HATU), or 1 -cyclohexyl-3-methylpolystyrene-carbodiimide. The base includes 
atertiary amine (preferably A/.N-diisopropylethylamine or triethylamine, etc.). The inert solvent includes lower halocar- 
bon solvents (preferably dichloromethane. dichloroethane, or chloroform, etc.). ethereal solvents (preferably tetrahy- 
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drofuran or dioxane), nitrile solvents (preferably acetonitrile, etc.), or amide solvents (preferably /V,N-dimethylforma- 
mlde, etc.). In case of need, 1 -hydroxybenzotriazole (HOBT), HOBT-a^arboxaamldomethyl polystyrene, or 1 -hydroxy- 
7-azabenzotriazole (HOAT) can be used as a reactant agent. Reaction temperature ranges from about -20°C to 50°C, 
preferably about 0°C to 40°C. 

5 [0210] Alternatively, the novel amide (W) of the present invention can be obtained by amidation reaction using an 
acid chloride (F^COCI) and a base in an inert solvent. The base includes an alkali metal carbonate (preferably sodium 
carbonate or potassium carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate 
or potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.) , 
a tertiary amine (preferably A/.AWiisopropylethylamine, triethylamine, or N-methylmorpholine, etc.), or an aromatic 

io amine (preferably pyridine, imidazole, poly-(4-vinylpyridine), etc.). The inert solvent includes lower halocarbon solvents 
(preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran or di- 
oxane), amide solvents (preferably N, AWimethytformamide, etc.), or aromatic solvents (preferably toluene or pyridine, 
etc.). Reaction temperature ranges from about -20°C to 50°C, preferably about 0°C to 40°C. 
[0211] The novel amide (W) of the present invention is reacted with a reducing agent in an inert solvent to provide 

15 the novel amine (X) of the present invention. The reducing agent includes alkali metal aluminum hydrides (preferably 
lithium aluminum hydride), alkali metal borohydrides (preferably lithium borohydride), alkali metal trialkoxyaluminum 
hydrides (preferably lithium tri-te^butoxyaluminum hydride), dialkylaluminum hydrides (preferably di-isobutylalumi- 
num hydride), borane, dialkylboranes (preferably di-isoamyl borane), alkali metal trialkylboron hydrides (preferably 
lithium triethylboron hydride). The inert solvent includes ethereal solvents (preferably tetrahydrofuran or dioxane) or 

20 aromatic solvents (preferably toluene, etc.). Reaction temperature ranges from about -78°C to 200°C, preferably about 
50°C to 120°C. 

[0212] Alternatively, the novel amine (X) of the present invention can be obtained by reductive amination reaction 
using aldehyde (R^HO) and a reducing agent in an inert solvent with or without an acid. The reducing agent includes 
sodium triacetoxyborohydride, sodium cyanoborohydride, sodium borohydride, or boran-pyridine complex, preferably 

23 sodium triacetoxyborohydride or sodium cyanoborohydride. The inert solvent includes lower alkyl alcohol solvents 
(preferably methanol or ethanol, etc.), lower halocarbon solvents (preferably dichloromethane, dichloroethane, or chlo- 
roform, etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), or aromatic solvents (preferably toluene, etc.). 
The acid includes an inorganic acid (preferably hydrochloric acid or sulfuric acid) or an organic acid (preferably acetic 
acid). Reaction temperature ranges from about -20'C to 120°C, preferably about 0°C to 100°C. Also this reaction can 

30 be carried out under microwave conditions. 

[0213] The novel urea (Y) of the present invention can be obtained by urea reaction using an isocyanate (RjNCO) 
in an inert solvent with or without a base. The base includes an alkali metal carbonate (preferably sodium carbonate 
or potassium carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate or potassium 
hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary 

35 amine (preferably A/.A^diisopropylethylamine, triethylamine, or N-methylmorpholine, etc.), or an aromatic amine (pref- 
erably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents (preferably dichloromethane, 
dichloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), aromatic solvents (pref- 
erably benzene or toluene, etc.), or polar solvents (preferably A/.N-dimethylformamide or dimethyl sulfoxide, etc.). 
Reaction temperature ranges from about -20°C to 1 20°C, preferably about 0°C to 1 00°C. 

40 [021 4] The amine (V) is reacted with a isothiocyanate (R 1 NCS) in an inert solvent with or without a base to provide 
the novel thiourea (Z) of the present invention. The base includes an alkali metal carbonate (preferably sodium car- 
bonate or potassium carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate or 
potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), 
a tertiary amine (preferably A/,N-diisopropylethylamine, triethylamine, or A/-methylmorpholine, etc.), or an aromatic 

45 amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents (preferably dichlo- 
romethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), aromatic 
solvents (preferably benzene or toluene, etc.), or amide solvents (preferably W,Af-dimethylformamide, etc.). Reaction 
temperature ranges from about -20°C to 1 20°C, preferably about 0°C to 1 00°C. 

[0215] The novel urethane (A 1 ) of the present invention can be obtained by urethane reaction using R 1 OCOX, wherein 
so x is halogen such as chloro, bromo, or iodo, in an inert solvent with or without a base. The base includes an alkali 
metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal hydrogencarbonate (pref- 
erably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hy- 
droxide or potassium hydroxide, etc.), a tertiary amine (preferably A/ f Af-diisopropylethylamine, triethylamine, orN-meth- 
ylmorpholine, etc.), or an aromatic amine (preferably pyridine, imidazole, or pofy-(4-vinylpyridine), etc.). The inert sol- 
55 vent includes lower halocarbon solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal 
solvents (preferably tetrahydrofuran or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar sol- 
vents (preferably /V,A/-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from about -20°C 
to 120°C, preferably about 0°C to 100°C. 
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[02161 Compounds of Formula (B') can be prepared as shown in Scheme 7. The coupling of the amine (M), which 
s synthesized as scheme 3, with tetrahydroquinazoline core (T), which is synthesized as scheme Skives 2.4-disub- 
stituted amino tetrahydroquinazoline. The deprotection of Z-group is achieved by hydrogen reduction to give com- 
pounds of Formula (B'). 
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Scheme 7 
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[02171 Compounds of Formula (C) can be prepared as shown in Scheme 8. The coupling of the amine (O), which 
is synthesized as scheme 4, with tetrahydroquinazoline core (T), which is synthesized as scheme 5, gives 2,4-disub- 
stituted amino tetrahydroquinazoline. The deprotection of Boc-group is achieved by an acid to give the amine (C ). 
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[021 8] The common intermediate (H 1 ) of the novel substituted pyrimidines can be prepared as shown in Scheme 9. 
Commercially available substituted uracil (D 1 ) , wherein T and p is as defined above, is converted to substituted 2,4-di- 
halo- pyrimidines (F) by a halogenating agent with or without a base (wherein X is halogen such as chloro, bromo, or 
iodo) The halogenating agent includes phosphorous oxychloride (POCI3), phosphorous oxybromide (POBr 3 ), orphos- 
phorus pentachloride (PCI 5 ). The base includes a tertiary amine (preferably /v.AMiisopropylethylamine, etc.) or an 
aromatic amine (preferably N, AAdimethylan iline, etc.). Reaction temperature ranges from about 100°C to 200»C, pref- 
erably about 1 40°C to 1 80°C. 

[021 9] The halogen of 4-position of substituted 2,4-dihalo-pyrimidines (E) is selectively substituted by a pnmary or 
secondary amine (HNR^Ra,, wherein R^ and Fl^ are as defined above) with or without a base in an inert solvent to 
provide the corresponding 4-substitued amino adduct (F% The base includes an alkali metal carbonate (preferably 
sodium carbonate or potassium carbonate, etc.), an alkali metal hydroxide (preferably sodium hydroxide, etc.), or a 
tertiary amine (preferably W,W-diisopropylethylamine, triethylamine, or /v-methylmorpholine, etc.). The inert solvent 
includes lower alkyl alcohol solvents (preferably methanol, ethanol, 2-propanol, or butanol, etc.), ethereal solvents 
(preferably tetrahydrofuran or dioxane, etc.), or amide solvents (preferably N,A/-dimethylformamide or 1-methyl-pyrro- 
lidin-2-one, etc.). Reaction temperature ranges from about 0«C to 200»C, preferably about 10°C to 150 e C. 
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0,222] The conve»lon of the common intermediate (H') to the nove. substituted pyrimidines (I'-M') of the present 
invention is outlined in Scheme 10. . danvdratinq condensing agent in an inert 
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orD otassiumhvdmgencarbonate,etc.), an alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc ), 
XriK^Sy A/Vdllsoprogylethylamlne, triethylamlne. or ^methylmorpholine, etc ), or an aromatte 
«^ne(Lrrablv 'pyridine Lidazole, poly-(4-vinylpyridine), etc^. The inert solvent includes lower halocartwns^ 

dichloroethane, or chloroform, etc.). ethereal sclents (preferab* aetrahydrofuran or*, 
oxatr^ideso^ents (prefer^ 

ate 1 Reaction temperature ranges from about -20»C to 50'C, preferably about 0"C to 40 C. 
Sm mS noTl amwe (r) of the present invention Is reacted with a reducing agent in an inert solvent to provide 
f^ 0 i«l 9 mT a oresent invention The reducing agent includes alkali metal aluminum hydrides (preferably 
Hm ^^Z^)^^^^ f-W* lrthium borohydride). alkali metal trialkoxyaluminum 

S hSfi I^TSSU-. (Preferab^r di-isoamy. borane). alkali metal tilalkylbomn hydrides (prefe^ 
I7um triethy boron hydride? The Inert solvent includes ethereal solvents (preferably tetrahydrofuran or dloxane) , or 
1^0^ (pJerabi toluene, etc.). Reaction temperature ranges from about -78-C to 200'C. preferab* about 

^emativety the novel amine (J 1 ) of the present invention can be obtained by reductive amination reaction 
SJS^S and a reducing agent in an inert sofcent wtth or without an acid. The reducing agent Mud. 
sodSm SteLoxyborohydride, sodium cyanoborohydride, sodium borohydride, or boran^ridlne complex | pn**o* 
sod urn tn^eSorohVdrlde or sodium cyanoborohydride. The inert solvent includes lower alkyl ateohol so vente 
toVefe^^^ 

of omi etc 7 • ZeWsolvents Preferably tetrahydrofuran or dloxane), or aromatic solvents (preferably toluene, etc . 
^^^ ZZ^Z add (preferab* hydrochloric acid or sutfurlc acid) or an organic acid (preferably acetic 

be carried out under microwave conditions. w* MMMt ** , Q Mrn v 

mm The novel urea (tC) of the present invention can be obtained by urea reaction using an imnoM^ 
rfaninert solvent with or wtthout a base. The base includes an alkali metal carbonate (preferably sodium carbonate 
olpotSum^ 

hydrogencarbonate, etc.). an alkali hydroxide (preferably sodium hydrox.de or potassium 
amine (preferably N.A/-difeopropylethylamine, triethylamine, or Ahnethylmorpholine, etc.). or an aromatic amine (pref- 
elly Snfor imidazole etc ). The inert solvent includes lower halocarbon soivents (preferably dichlommethane, 
^SZ'oZ^ etc.), ethereal sofcents (preferably tetrahydrofuran ordioxane) J* 
erably benzene or toluene, etc.), or polar solvents (preferably N,^e%lformamide or dimethyl sulfoxide, etc.). 

ooniuXCLrbonate, etc.) an alkali hydroxide (preferably sodium hydroxide or potassium i hydroxide, etc ) 
a te^aTamine (preferably A/>diisopropylethy.amine. triethylamine. or /v-methylmorpholine. etc.), or an , aromatk: 
LSne torefe rablv pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents (preferably dichlo- 
^^ ^o^^e ^rolom, etc.), ethereal solvents (preferably tetrahydrofuran or dloxane . aromatk 

etc.). or amide sclents (preferably A/,^ethyrfonnamide. etc.). React,on 
temperature ranges from about -20»C to 120-C, preferably about 0°C to 1 00-C 
S£ Thenov\.urethane(M')ofthepresent^^ 

n X is halogen such as chloro. bromo. or iodo. in an inert solvent with or wtthout a base. The base includes an alkali 
LteicSate foreferablv sodium carbonate orpotassium carbonate, etc.). an alkali metal hydrogencarbonate (pref- 
^SSSXSS^l or potassium hydrogencarbonate. etc.). an alkali hydmx.de ( p re ferabty sodium hj- 
doxil orpotassium hydroxide. etc.).atemary amine 

aromatic amine (preferab* pyridine. Teretl 
vent includes lower halocarbon soK/ents (preferably dichloromethane. d.chloroethane. or chlo reform ett ). ethereal 
solvents (preferably tetrahydrofuran or dioxane). aromatic solvents (preferably benzene or toluene, •*), 
vents (preferably /v.A/^imethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from about -20 C 
to 120°C, preferably about 0 C C to 100°C. 
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[0230] Compounds of Formula (N*) can be prepared as shown in Scheme 1 1 . The coupling of the amine (M), which 
is synthesized as scheme 3, with pyrimidine core (P), which is synthesized as scheme 9, gives 2,4-disubstituted amino 
pyrimidine. The deprotection of Z-group is achieved by hydrogen reduction to give compounds of Formula (N 1 ). 
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Scheme 11 




H 



[0231] Compounds of Formula (O') can be prepared as shown in Scheme 12. The coupling of the amine (O), which 
is synthesized as scheme 4, with pyrimidine core (F), which is synthesized as scheme 9, gives 2,4-disubstituted amino 
pyrimldine. The deprotection of Boc-group is achieved by an acid to give the amine (O 1 ). 



Scheme 12 
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[0232] The common intermediate (S 1 ) of the novel substituted quinolines can be prepared as shown In Scheme 13. 
Commercially available substituted 2-hydroxy-quinoline (P 1 ) , wherein R 2 , T, and p is as defined above, is converted 
to 2-halo-quinolines (Q') by a halogenating agent with or without a base (wherein X is halogen such as chloro, bromo, 
or iodo). The halogenating agent includes phosphorous oxychloride (POCy, phosphorous oxybromide (POBr^, or 
phosphorus pentachloride (PCI5). The base includes a tertiary amine (preferably ty/V-diisopropylethylamine, etc.) or 
an aromatic amine (preferably A/,/V-dimethylaniline, etc.). Reaction temperature ranges from about 100°C to 200°C, 
preferably about 140°C to 180°C. 

[0233] The halide (Q*) is substituted by the mono-protected diamine (D) , wherein R 3 , R 4t A, and B are as defined 
above and P is a protective group, with or without a base in an inert solvent to provide 2-substituted amino quinoline 
(R*). The base includes an alkali metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali 
metal hydroxide (preferably sodium hydroxide, etc.), or a tertiary amine (preferably A/,/V-diisopropylethylamine, triethyl- 
amine, or N-methylmorpholine, etc.). The inert solvent includes lower alkyl alcohol solvents (preferably methanol, eth- 
anol, 2-propanol, orbutanol, etc.) or amide solvents (preferably A/,AAdimethylformamide or 1 -methyl-pyrrolidin-2-one, 
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etc.). Reaction temperature ranges from about 50°C to 200°C, preferably about 80°C to 150°C. Also this reaction can 
be carried out under microwave conditions. 

[0234] The deprotection of the protective group leads to the common intermediate (S l ) of the novel substituted qul- 
nolines. 



Scheme 13 




<*"> (ST) 



[0235] The conversion of the common intermediate (S*) to the novel substituted quinolines (T'-X*) of the present 
invention is outlined in Scheme 14. 

[0236] The amine (S') is reacted with a carboxylic acid (R 1 C0 2 H) and a dehydrating condensing agent in an inert 
solvent with or without a base to provide the novel amide (T) of the present Invention. The dehydrating condensing 
agent includes dicyclohexylcarbodiimide (DCC), 1-ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride 
(EDOHCI), bromo-tris-pyrrolidino-phosnium hexafluorophosphate (PyBroP), a(7-azabenzotriazol-1-yl)-1,1,3,3-te- 
tramethyluronlum hexafluorophosphate (HATU), or 1 -cyclohexyl-3-methylpolystyrene-carbodiimlde. The base Includes 
a tertiary amine (preferably A/,N-diisopropylethylamine or triethylamine, etc.). The inert solvent includes lower halocar- 
bon solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahy- 
drofuran or dioxane), nitrile solvents (preferably acetonitrile, etc.), or amide solvents (preferably A/,/V-dimethylforma- 
mide, etc.). In case of need, 1 -hydroxybenzotriazole (HOBT), HOBT-6-carboxaamidomethyi polystyrene, or 1 -hydroxy- 
7-azabenzotriazole (HOAT) can be used as a reactant agent. Reaction temperature ranges from about -20°C to 50°C, 
preferably about 0°C to 40°C. 

[0237] Alternatively, the novel amide (T) of the present invention can be obtained by amidation reaction using an 
acid chloride (R^OCI) and a base in an inert solvent. The base includes an alkali metal carbonate (preferably sodium 
carbonate or potassium carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate 
or potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), 
a tertiary amine (preferably /V,/V-diisopropylethylamine, triethylamine, or A/-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine, imidazole, poly-(4-vinylpyridine), etc.). The inert solvent includes lower halocarbon solvents 
(preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran or di- 
oxane), amide solvents (preferably N, AMimethylformamide, etc.), or aromatic solvents (preferably toluene or pyridine, 
etc.). Reaction temperature ranges from about -20°C to 50°C, preferably about 0°C to 40°C. 
[0238] The novel amide fT) of the present invention is reacted with a reducing agent in an inert solvent to provide 
the novel amine (IT) of the present invention. The reducing agent includes alkali metal aluminum hydrides (preferably 
lithium aluminum hydride), alkali metal borohydrides (preferably lithium borohydride), alkali metal trialkoxyaluminum 
hydrides (preferably lithium tri-fe/t-butoxyaluminum hydride), dialkylaluminum hydrides (preferably di-isobutylalumi- 
num hydride), borane, dialkylboranes (preferably di-isoamyl borane), alkali metal trialkylboron hydrides (preferably 
lithium triethylboron hydride). The inert solvent includes ethereal solvents (preferably tetrahydrofuran or dioxane) or 
aromatic solvents (preferably toluene, etc.). Reaction temperature ranges from about -78°C to 200°C, preferably about 
50°Cto120°C. 

[0239] Alternatively, the novel amine (U') of the present invention can be obtained by reductive amination reaction 
using aldehyde (R-jCHO) and a reducing agent in an inert solvent with or without an acid. The reducing agent includes 
sodium triacetoxyborohydride, sodium cyanoborohydride, sodium borohydride, or boran-pyridine complex, preferably 
sodium triacetoxyborohydride or sodium cyanoborohydride. The inert solvent includes lower aikyl alcohol solvents 
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(preferably methanol or ethanol, etc.), lower halocarbon solvents (preferably dichloromethane, dichloroethane, or chlo- 
roform, etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), or aromatic solvents (preferably toluene, etc.). 
The acid Includes an Inorganic acid (preferably hydrochloric acid or sulfuric acid) or an organic acid (preferably acetic 
acid). Reaction temperature ranges from about -20°C to 1 20°C, preferably about 0°C to 1 00°C. Also this reaction can 
be carried out under microwave conditions. 

[0240] The novel urea (V) of the present invention can be obtained by urea reaction using an isocyanate (F^NCO) 
in an Inert solvent with or without a base. The base includes an alkali metal carbonate (preferably sodium carbonate 
or potassium carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate or potassium 
hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary 
amine (preferably A/,N-diisopropylethylamine, triethylamine, or N-methylmorpholine, etc.), or an aromatic amine (pref- 
erably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents (preferably dichloromethane, 
dichloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran or dloxane), aromatic solvents (pref- 
erably benzene or toluene, etc.), or polar solvents (preferably A/,AWimethylformamide or dimethyl sulfoxide, etc.). 
Reaction temperature ranges from about -20°C to 120°C, preferably about 0°C to 100°C. 

[0241] The amine (S 1 ) is reacted with a isothiocyanate (R 1 NCS) in an inert solvent with or without a base to provide 
the novel thiourea (W') of the present invention. The base includes an alkali metal carbonate (preferably sodium car- 
bonate or potassium carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate or 
potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), 
a tertiary amine (preferably A/,N-diisopropylethylamine, triethylamine, or /V-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents (preferably dichlo- 
romethane, dichloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), aromatic 
solvents (preferably benzene or toluene, etc.), or amide solvents (preferably /S/.N-dimethylformamide, etc.). Reaction 
temperature ranges from about -20°C to 120°C, preferably about 0°C to 100°C. 

[0242] The novel urethane (X 1 ) of the present invention can be obtained by urethane reaction using f^OCOCI, where- 
in X is halogen such as chloro, bromo, or iodo, in an inert solvent with or without a base. The base includes an alkali 
metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal hydrogencarbonate (pref- 
erably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hy- 
droxide or potassium hydroxide, etc.), a tertiary amine (preferably MN-diisopropy let hy lamina, triethylamine, or Af-meth- 
ylmorpholine, etc.), or an aromatic amine (preferably pyridine, imidazole, or poly-(4-vinylpyridine), etc.). The inert sol- 
vent includes lower halocarbon solvents (preferably dichloromethane, dichloroethane, or chloroform, etc.), ethereal 
solvents (preferably tetrahydrofuran or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar sol- 
vents (preferably /V,W-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from about -20°C 
to 120°C, preferably about 0°C to 100°C. 
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[0243] Compounds of Formula (V) can be prepared as shown in Scheme 15. The coupling of the amine (M), which 
is synthesized as scheme 3, with quinoline core (Q*), which is synthesized as scheme 13, gives 2-substltuted amino 
quinoline. The deprotection of Z-group Is achieved by hydrogen reduction to give compounds of Formula (V). 
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[0244] Compounds of Formula (?) can be prepared as shown in Scheme 1 6. The coupling of the amine (O), which 
is synthesized as scheme 4, with quinoline core (Q*), which is synthesized as scheme 13, gives 2-substituted amino 
quinoline. The deprotection of Boc-group is achieved by an acid to give the amine (Z*). 

Scheme 16 
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[0245] The common intermediate (D") of the novel substituted pyiimidines can be prepared as shown in Scheme 
17. Commercially available substituted 2-hydroxy-pyrimidines (A") , wherein R 2 , T, and p is as defined above, is con- 
verted to 2-halo-pyrimidines (B n ) by a halogenating agent with or without a base (wherein X is halogen such as chloro, 
bromo, or iodo). The halogenating agent includes phosphorous oxychioride (POCI 3 ), phosphorous oxybromide 
(POBr 3 ), or phosphorus pentachloride (PCI 5 ). The base includes a tertiary amine (preferably A/.N-diisopropylethyl- 
amine, etc.) or an aromatic amine (preferably A/,AJ-dimethylaniline, etc.). Reaction temperature ranges from about 
100°C to 200°C. preferably about 140°C to 180°C. 

[0246] The halide (B B ) is substituted by the mono-protected diamine (D) , wherein R 3l R 4 , A, and B are as defined 
above and P is a protective group, with or without a base in an inert solvent to provide 2-substituted amino pyrimidine 
(C n ). The base includes an aikali metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali 
metal hydroxide (preferably sodium hydroxide, etc.), or a tertiary amine (preferably tyAAdiisopropylethylamine, triethyl- 
amine, or fl-methylmorpholine, etc.). The inert solvent includes lower alkyl alcohol solvents (preferably methanol, eth- 
anol, 2-propanol, or butanol, etc.) or amide solvents (preferably /V,N-dimethyiformamide or 1-methyl-pyrrolidin-2-one, 
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etc.). Reaction temperature ranges from about 50°C to 200°C, preferably about 80°C to 1 S0 o C. Also this reaction can 
be carried out under microwave conditions. 

[02471 The deprotection of the protective group leads to the common intermediate (D") of the novel substituted ov- 
nmidines. K/ 
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[0248] The conversion of the common intermediate (D") to the novel substituted pyrimidines (E"-n of the present 
invention is outlined in Scheme 18. k««««u 
[0249] The amine (D") is reacted with a carboxylic acid (R,C0 2 H) and a dehydrating condensing agent in an inert 
solvent with or wrthout a base to provide the novel amide (P) of the present invention. The dehydrating condensinq 
fln?uH. U f S dfc y clohex y |cart '0*lmide (DCC), 1-ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride 
(EDC»nci), bromo-tns-pyrrolidino-phosnium hexafluorophosphate (PyBroP), 0-(7-azabenzotriazol-1-yl)-1 13 3-te- 
tramethyluronium hexafluorophosphate (HATU), or 1 -cyclohexyl-3-methylpolystyrene^arbodiimide. The base includes 
a tertiary amine (preferably A/,/V-diisopropylethylamine or triethylamine, etc.). The inert solvent includes lower halocar- 
bon solvents (preferaby dichloromethane, dlchloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahv- 
drofuran or dioxane), nltrile solvents (preferably acetonitrile, etc.), or amide solvents (preferably N W-dimethylforma- 
mide, etc.). In case of need, 1-hydroxybenzotriazole (HOBT), HOBT-6-carboxaamidomethyl polystyrene, or 1-hydroxy- 
preferaWy aboTo»C H to40 ) »c an ** 8 ReaCtion tem P eralure 1 rom about -20»C to 50»C, 

E52L H?S ,, ( 5; ,h 7 ?' amide (p) of the present invention can be obtainod b y amidatton ^9 ™ 

acW chloride (R,COCI) and a base in an inert solvent. The base includes an alkali metal carbonate (preferably sodium 
carbonate or potassium carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate 
or potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide orpotassium hydroxide etc ) 
a tertiary amine (preferably /v./v-diisopropylethylamine, triethylamine, or AAmethylmorpholine, etc.), or an aromatic 
amine (preferably pyridine, imidazole. poly-(4-vlnylpyridine), etc.). The inert solvent includes lower halocarbon solvente 
(preferably dichloromethane, dlchloroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran or di- 
oxane), amide solvents (preferably /V./V-dimethylformamide, etc.), or aromatic solvents (preferably toluene or pyridine 
etc.). Reaction temperature ranges from about -2VC to 50 o C, preferably about 0°C to 40°C 
[0251] The novel amide (E") of the present invention is reacted with a reducing agent in an inert solvent to provide 
he novel amine (F ) of the present invention. The reducing agent includes alkali metal aluminum hydrides (preferably 
lithium aluminum hydride), alkali metal borohydrides (preferably lithium borohydride), alkali metal trialkoxyaluminum 
hydrides (preferably lithium tri-tert-butoxyaluminum hydride), dialkylaluminum hydrides (preferably di-isobutylalumi- 
num hydnde) borane, dialkylboranes (preferably di-isoamyl borane). alkali metal trialkylboron hydrides (preferably 
lithium tnethylboron hydride). The inert solvent includes ethereal solvents (preferably tetrahydrofuran or dioxane) or 
50-C to C 120-r3 ntS (preferably t0 ' Uene ' etC) ' Reaotion temperature ranges from about -78°Cto 200-C, preferably about 

2, H ! e ; T' am " 1e (P) ° f the preS6nt inVenti0n <*" be obtained "y reductive ^™«°n reaction 
using aldehyde (R^HO) and a reducing agent in an inert solvent with or without an acid. The reducing agent includes 
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sodium triacetoxyborohydride, sodium cyanoborohydride, sodium borohydride, or boran-pyridine complex, preferably 
sodium triacetoxyborohydride or sodium cyanoborohydride. The inert solvent includes lower alkyl alcohol solvents 
(preferably methanol or ethanol, etc.), lower halocarbon solvents (preferably dichloromethane, dichioroethane, or chlo- 
roform, etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), or aromatic solvents (preferably toluene, etc.). 
5 The acid includes an inorganic acid (preferably hydrochloric acid or sulfuric acid) or an organic acid (preferably acetic 
acid). Reaction temperature ranges from about -20°C to 1 20°C, preferably about 0°C to 1 00°C. Also this reaction can 
be carried out under microwave conditions. 

[0253] The novel urea (G*) of the present invention can be obtained by urea reaction using an isocyanate (RjNCO) 
in an inert solvent with or without a base. The base includes an alkali metal carbonate (preferably sodium carbonate 

10 or potassium carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate or potassium 
hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), a tertiary 
amine (preferably A/, AZ-diisopropytethylamlne, triethylamine, or Af-methylmorpholine, etc.), or an aromatic amine (pref- 
erably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents (preferably dichloromethane, 
dichioroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), aromatic solvents (pref- 

15 erably benzene or toluene, etc.), or polar solvents (preferably A/,A/-dimethylformamide or dimethyl sulfoxide, etc.). 
Reaction temperature ranges from about -20°C to 120°C, preferably about 0°C to 100°C. 

[0254] The amine (D n ) is reacted with a isothiocyanate (R.,NCS) in an inert solvent with or without a base to provide 
the novel thiourea (IT) of the present invention. The base includes an alkali metal carbonate (preferably sodium car- 
bonate or potassium carbonate, etc.), an alkali metal hydrogencarbonate (preferably sodium hydrogencarbonate or 

20 potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hydroxide or potassium hydroxide, etc.), 
a tertiary amine (preferably A/,/V-diisopropylethylamine, triethylamine, or AJ-methylmorpholine, etc.), or an aromatic 
amine (preferably pyridine or imidazole, etc.). The inert solvent includes lower halocarbon solvents (preferably dichlo- 
romethane, dichioroethane, or chloroform, etc.), ethereal solvents (preferably tetrahydrofuran or dioxane), aromatic 
solvents (preferably benzene or toluene, etc.), or amide solvents (preferably A/.AAdimethylfoimamide, etc.). Reaction 

25 temperature ranges from about -20°C to 1 20°C, preferably about 0°C to 1 00°C. 

[0255] The novel urethane (l H ) of the present invention can be obtained by urethane reaction using R-jOCOCI, wherein 
X is halogen such as chloro, bromo, or iodo, in an inert solvent with or without a base. The base includes an alkali 
metal carbonate (preferably sodium carbonate or potassium carbonate, etc.), an alkali metal hydrogencarbonate (pref- 
erably sodium hydrogencarbonate or potassium hydrogencarbonate, etc.), an alkali hydroxide (preferably sodium hy- 

30 droxide or potassium hydroxide, etc.), a tertiary amine (preferably A/,/Y-diisopropylethylamine, triethylamine, orN-meth- 
ylmorphollne, etc.), or an aromatic amine (preferably pyridine, imidazole, or poly-(4-vlnylpyridine), etc.). The inert sol- 
vent includes lower halocarbon solvents (preferably dichloromethane, dichioroethane, or chloroform, etc.), ethereal 
solvents (preferably tetrahydrofuran or dioxane), aromatic solvents (preferably benzene or toluene, etc.), or polar sol- 
vents (preferably A/,A/-dimethylformamide or dimethyl sulfoxide, etc.). Reaction temperature ranges from about -20°C 

35 to 120°C, preferably about 0°C to 1 00°C. 
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[0256] Compounds of Formula (J") can be prepared as shown in Scheme 1 9. The coupling of the amine (M), which 
is synthesized as scheme 3, with pyrimidine core (B"), which is synthesized as scheme 17, gives 2-substituted amino 
pyrimidine. The deprotection of Z-group is achieved by hydrogen reduction to give compounds of Formula (J"). 
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Scheme 19 
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[0257] Compounds of Formula (K") can be prepared as shown in Scheme 20. The coupling of the amine (O), which 
is synthesized as scheme 4, with pyrimidine core (B"), which is synthesized as scheme 17, gives 2-substituted amino 
pyrimidine. The deprotection of Boc-group is achieved by an acid to give the amine (K°). 



Scheme 20 
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[0258] Alternatively, the novel quinoline (M M ), the novel tetrahydroqulnazollne (N M ), the novel pyrimidine (O"), the 
novel quinoline (P n ), and the novel pyrimidine (Q") of the present invention are directly synthesized from the quinoline 
core (C), which is synthesized in Scheme 1 , the tetrahydroquinazoline core (T), which is synthesized in Scheme 5, the 
pyrimidine core (F), which is synthesized in Scheme 9, the quinoline core (Q'), which is synthesized in Scheme 13, 
and the pyrimidine core (B°), which is synthesized in Scheme 1 7, as shown in Scheme 21 . This coupling is performed 
with or without a base in an inert solvent. The base includes an alkali metal carbonate (preferably sodium carbonate 
or potassium carbonate, etc.), an alkali metal hydroxide (preferably sodium hydroxide, etc.), or a tertiary amine (pref- 
erably A/,A/-diisopropylethylamine, triethylamine, or A^methytmorpholine, etc.). The inert solvent includes lower alkyl 
alcohol solvents (preferably methanol, ethanol, 2-propanol, or butanol, etc.) or amide solvents (preferably A/,Af-dimeth- 
ylformamide or 1-methyl-pyrrolidin-2-one, etc.). Reaction temperature ranges from about 50°C to 200°C, preferably 
about 80°C to 180°C. Also this reaction can be carried out under microwave conditions. 



158 



EP 1 464 335 A2 



Scheme 21 
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[0259] For example, compounds of Formula (T°) can be prepared as shown in Scheme 22. The amine (O), which is 
synthesized in Scheme 4, is subjected to reductive amination by aldehyde (R^HO). The deprotection of Boc-group 
is achieved by an acid to give the amine. The coupling of the amine with pyrimidine core (F), which is synthesized as 
scheme 9, gives the novel pyrimidine (T") of the present invention. 
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Scheme 22 
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[0260] Compounds of Formula (W") can be prepared as shown In Scheme 23. The amine (O), which is synthesized 
in Scheme 4, is subjected to amidation by carboxylic acid (R 1 CO a H) or acid chloride (R^OCI). The deprotection of 
Boc-group is achieved by an acid to give the amine. The coupling of the amine with quinoline core (Q"), which is 
synthesized as scheme 13, gives the novel quinoline (W) of the present invention. 

Scheme 23 
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[0261] Compounds of Formula (Z") can be prepared as shown in Scheme 24. The amine (O), which is synthesized 
in Scheme 4, is subjected to amidation by carboxyiic acid (F^COgH) or acid chloride (F^COCI). The deprotection of 
Boc-group is achieved by an acid to give the amine. The coupling of the amine with pyrimidine core (B"), which is 
synthesized as scheme 17, gives the novel pyrimidine (Z") of the present invention. 
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Scheme 24 
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[0262] When a compound of the invention contains optical isomers, stereoisomers, regio isomers, rotational isomers, 
a single substance and a mixture of them are included as a compound of the invention. For example, when a chemical 
formula is represented as showing no stereochemical designations), such as Foimula VI, then all possible stereoi- 
somer, optical isomers and mixtures thereof are considered within the scope of that formula. Accordingly, Formula VII, 
specifically designates the cis relationship between the two amino groups on the cyclohexyl ring and therefore this 
formula is also fully embraced by Formula VI. 

[0263] Other uses of the disclosed invention will become apparent to those in the art based upon, inter alia, a review 
of this patent document. 

[0264] The following examples are given to illustrate the invention and are not intended to be inclusive in any manner: 



Examples 

[0265] The compounds of the invention and their synthesis are further illustrated by the following examples. The 
following examples are provided to further define the invention without, however, limiting the invention to the particulas 
of these examples. "Ambient temperature" as referred to in the following example is meant to indicate a temperature 
falling between 0 "C and 40 °C. The following compounds are named by Beilstein Auto Norn Version 4.0, CS Chem 
Draw Ultra Version 6.0, CS Chem Draw Ultra Version 6.0.2. CS Chem Draw Ultra Version 7.0.1 , or ACD Name Version 
7 0 

[0266] Abbreviations used in the instant specification, particularly the Schemes and Examples, are as follows: 



1H NMR: 


proton nuclear magnetic resonance spectrum 


AcOH: 


acetic acid 


APCI: 


atmospheric pressure chemical ionization 


(Boc) 2 0 : 


di-tertiary-butyl dicarbonate 


BuLi: 


butyl lithium 


BuOH: 


butanol 


Cbz: 


carbobenzoxy 


CDCI 3 : 


deuterated chloroform 


CH2CI2 : 


dichloromethane 


CHCI 3 : 


chloroform 


CI: 


chemical ionization 


mCPBA: 


meta chloroperbenzoic acid 


DMA: 


N,N-dimethyl acetamide 


DCM: 


dichloromethane 


DIEA: 


diisopropyfethylamlne 


DMSO: 


dimethyl sulfoxide 


Dppf: 


bis-(diphenylphosphino)ferrocene 


El: 


electron ionization 
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ESI : electrospray ionization 

Et20 : diethyl ether 

EtOAc : acetic acid ethyl ester 

EtOH : ethanol 

5 fab : fast atom bombardment 

HATU : 0(7-azabenzotriazoM -yl)-/V, A/, AT, AMetramethyluronium-Hexaf luorophosphate 

H 2 S0 4 : sulfuric add 

HCI : hydrogen chloride 

IPA: isopropanol 

10 K2C0 3 : potassium carbonate 

Me 2 NH : dlmethytamine 

MeNH 2 : methylamine 

MeOH : methanol 

MgS0 4 : magnesium sulfate 

15 MsOH : methanesulfonic acid 

NaBH(OAc) 3 : sodium triacetoxyborohydride 

NaBH 3 CN : sodium cyanoborohydride 

NaBH 4 : sodium borohydride 

NaHC0 3 : sodium hydrogencarbonate 

20 Pd/c : palladium carbon 

POCI 3 : phosphoryl chloride 

PVP : poly(4-vinylpyridine) 

SOCI 2 : thionyl chloride 

TBME: tert-butyl methyl ether 

25 TFA : trifluoroacetic acid 

THF : tetrahydrofuran 

ZCI : benzyloxycarbonyl chloride 

s : singlet 

d : doublet 

30 t : triplet 

q : qualtet 

dd : doublet doublet 

dt : doublet triplet 

ddd : doublet doublet doublet 

35 brs : broad singlet 

m : muttiplet 

j ; coupling constant 

Hz : Hertz 



40 Example 1 

WHc/s^(4-Bromo-2-trffl^ 
dlhydrochtoride 

45 step A: Synthesis of 2,4-dichloro-qulnollne. 

[02671 A suspension of quinoline-2,4-diol (150 g, 931 mmol) in POCfe (975 mL, 10.4 mol) was stirred at reflux for 6 
hr and the reaction mixture was concentrated. The residue was diluted with CHC^ (500 mL) and the solution was 
poured into ice water. The aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was 
so dried over MgS0 4 , filtrated, concentrated, and purified by flash chromatography (silica gel, 20% EtOAc in hexane) to 
give 2,4-dichloro-quinoline (1 77 g, 96%) as a pale brown solid. . 4 uv „ 0 iMAM , 

El MS m/e 197, W ; NMR (300 MHz, CDCi 3 ) 5 7.50 (s, 1 H), 7.65 (ddd, J= 8.3, 7.0, 1 .3 Hz, 1 H), 7.79 (ddd, J = 
8.5, 7.0, 1.3 Hz, 1 H), 8.00-8.06 (m, 1 H), 8.16-8.21 (m, 1 H). 

55 step B: Synthesis of (2-chloro-quinolln-4-yl>-methyl-amlne. 

[0268] To a solution of 2,4-dichloro-quinoline (29.8 g, 1 50 mmol) in THF (300 mL) was added 40% MeNH 2 in water 
(58.4 g, 752 mmol). The mixture was stirred at ambient temperature for 12 days and concentrated. The residue was 
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suspended in CHCI3 and H 2 0. The precipitate was collected by * 5 ° °° 

under reduced pressure to give (2-chtoro-qulnolin^yO-methyl-amlne (13.2 g, 45% as a colorless solid 
ESI MS m/e 215, M + Na*; i H NMR (300 MHz, DMSO-de) 8 2.91 (d. J= 4.7 Hz, 3 H), 6.35 (s. 1 H), 7.47 (ddd, J - 8.3, 
6.6, 1.7 Hz, 1 H), 7.62-7.75 (m, 3 H), 8.16 (d, J= 8.6 Hz, 1 H). 

Step C: Synthesis of (c/e^benzyloxycarbonylamlno-cyclohexylHarbamlc acid-benzyl ester. 
ro2691 Toasuspensionofcis-cyclohexane-1,4-dl M ^^ 

E£L*HMd dlphenyl ester (81 .9 g. 298 mmol) and triethylamine (30.1 g. 297 mmol). The reaction mortu re was 
SSux for 2 5 hr. Benzyl alcohol (32.2 g, 298 mmol) was added and the mixture was stirred at reflux for 24 hr. 
tSftZ^JSE was concentrated and the residue was dissolved in EtOAc and H 2 Q. The organic layer was 
Soared and *e Aqueous .ayer was extracted with EtOAc (twice). The combined organte layer was washed wrth 1 
I K ^KHS0 4 , saturated aqueous NaHC0 3> and brine, dried over MgS0 4 , filtrated, concentrated, and punhed 

4.70-5.00 (m, 2 H), 5.07 (s, 4 H), 7.15-7.40 (m, 10 H). 

Step D: Synthesis of (c/*4-amlno<yclohexyl>carbamlc acid ferMwityl ester. 

[0270] To a solution of (c/^-benzyloxycarbonylamino-cyclohexyD-carbamic acid benzyl ester (91 .7 g, 240 mn>ol) in 
Sw60mUwasadded5%Pd/C(9.17g). The reaction mixture was stirred at ambient temperature under hydrogen 
ft ??C!2-lSUh a Pad of celite. and concentrated to ghre a diamine as a colorless oiLTo a 
soTution of the diamine in MeOH (550 mL) was added a solution of (Boc) 2 0 (6.59 g ,30.2 mmol) ,r . MeOH (80 mL 
droowise over 4 hr. The reaction mixture was stirred at ambient temperature for 1.5 days and concentrated. After 
dZSnw^H atheaqueous 

over MgS0 4 . filtrated, and concentrated to give (cfe^-amino-cyclohexyl)-cart>am l c acid fert-butyl ester (7.78 1 g 15 i /« 
cmde) as a colorless oil. The aqueous layer was concentrated and the residue was dissolved in MeOH. dned over 
M^S Sltra^ andconcentratedtog 

Samhe ^£SSSS (660 mL) was added a solution of (BocfcO (6.29 g. 28.8 mmol) in MeOH (80 mL) 
l^efver^ 

wit ■ H To the aqueous layer was extracted with CHCI3 (three times). The combined orgamc layer was dned ove 

as a colorless oil. The aqueous layer was concentrated and the residue was dissolved in MeOH, dned over MgS0 4 
fmmter a n?concentrated to give a Recovered diamine (23.1 g)asacoloriessoil.Toasolutionoftherecoveredd,amne 
?2??2?2mn^.?lnMeOH(^ 

over 4 hr. The reaction mixture was stirred at ambient temperature for 3.5 days and concen rated. After dissolutran 
wfth H.0 the aqueous layer was extracted with CHCI3 (three times). The combined organic layer was dne over 
Sol filtmld and concentrated to give (cis^-amino^ 

on stalg material) as acolorless oil. The aqueous layer was concentrated and the residue was dissolved .n MeOH 
d?ieoCe?S A filtrated, and concentrated to give a recovered diamine (16.0 g) as a colorless oil. To a solution of 
the fecoverefdiamine (16.0 g. 140 mmol) in MeOH (320 mL) was added a solution of (Boc) 2 0 (3*6 g 14.0 mmo ) in 
MeOH Z mL) dropwise over4 hr. The reaction mixture was stirred at ambient temperature for 13 hr and concentrated. 
After d istoSon wSh H 2 0. the aqueous .ayer was extracted with CHC b (three times). The 

dried over MgS0 4 . filtrated, and concentrated to gfce (d^-amino-cyclohexyl)-carbamic ac.d fert-butyl ester (3.53 g 

7%basedonthe^ rt .ngmflterial)asa M loriessoil.Theaqueouslayerwasconcent^ 

in MeOH dried over MgS0 4 . filtrated, and concentrated to give a recovered diamine (1 1 .1 g) as a colorless ort. 

ESTMS m/e 21 5. M + H+ ; 1H NMR (300 MHz. CDCI3) 8 1 .20-1 .80 (m. 8 H). 1 .44 (s. 9 H). 2.78-2.95 (m. 1 H). 3.50-3.80 

(m. 1 H), 4.30-4.82 (m, 1 H). 

Step E: Synthesis of W2-(c/s-4-amlno-cyclohexyl)-/^-methyl^ulnollne-2,4.diamlne. 
[0271] Amixtureof<2-chlo ro -quinolin-4-yl)-me^ 

Lid tort-butyl ester (2.45 g. 1 1 .4 mmol) in butane. (3 mL) was stirred at 1 30 "C for 2 days in a "d^-^"^ 
mixture was poured into saturated aqueous NaHC0 3 and the aqueous layer was extracted wrth CHCI 3 (three times)_ 
The combined organic layer was dried over MgS0 4 , filtrated, concentrated, and purified by medium-pressure , hquki 
chromatography (NH-silica gel. 20% EtOAc in hexane) to g*e [c ^-(4-methylammo-quino^ 
carbamic acid terf-butyl ester (1 .45 g) as a pale yellow oil. To a solution of the above matenal (1 .31 g) in EtOAc (15 
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mL) was added 4 M hydrogen chloride in EtOAc (30 mL). The reaction mixture was stirred at ambient temperature for 
5 hr. The precipitate was collected by filtration and dissolved In saturated aqueous NaHC0 3 . The aqueous layer was 
extracted with CHClj (three times). The combined organic layer was dried over MgS0 4 , filtrated, and concentrated to 
give /^-(cis-4-amino-cyclohexyl)-W*-methyl-quinoline-2.4-dlamine (999 mg. 40%) as a pale yellow solid. 
El MS m/e 271 M + H- ; 'H NMR (300 MHz, DMSO-de) o 1 .42-1 . (m, 8 H), 2.81 (d, J= 4.7 Hz, 3 H), 2.89-3.01 (m, 1 
H), 3.17 (s, 2 H), 4.07 (brs, 1 H), 5.77 (s, 1 H), 6.32 (d, J= 6.5 Hz, 1 H), 6.69-6.80 (m. 1 H), 6.94-7.06 (m, 1 H), 7.34 
(d,J= 3.7 Hz, 2 H), 7.85 (d, J= 8.2 Hz. 1 H). 

Step F: Synthesis of 4-bromo-2-trlfluoromethoxy-benzaldehyde. 

[02721 A solution of 4-bromo-1 -iodo-2-triftuoromethoxy-benzene (1 .00 g, 2.72 mmol) in THF (1 5 mL) was cooled to 
-78 °C and 2.66 M BuLi in hexane (2.05 mL, 5.44 mmol) was added dropwlse. The reaction mixture was stirred at -78 
°C for 1 5 h and N-formyimorpholine (0.57 mL, 5.63 mmol) was added. The reaction mixture was stirred at -78 °C for 
15 min and at ambient temperature for 80 min. The reaction was quenched with 0.25 M aqueous citric acid (10 mL) 
and the resulting mixture was extracted with EtOAc (three times). The combined organic layer was dried over MgS0 4> 
filtrated, concentrated, and purified by flash chromatography (silica gel, 2% to 5% EtOAc in hexane) to give 4-bromo- 
2-trifluoromethoxy-benzaldehyde (560 mg, 77%) as a pale brown solid. 

CI MS m/e 269, M + H + ; 1 H NMR (300 MHz, CDCIg) 6 7.50-7.67 (m, 2 H), 7.85 (d, J= 8.1 Hz, 1 H), 10.33 (s, 1 H). 

Step Q: Synthesis of A^[eJs-4-(4-bromo-2-trffluoromethoxy-benzyl)-am 
2,4-dlamlne dlhydrochlorlde. 

[0273] To a solution of /v^(c/s-4-amino-cyclohexyl)-N* -methyl-quinoline-2,4-diamine (370 mg, 1 .37 mmol) in meth- 
anol (4 mL) were added 4-bromo-2-trifluoromethoxy-benzaldehyde (368 mg, 1.37 mmol), acetic acid (82 mg, 1.37 
mmol), and NaBH 3 CN (129 mg, 2.05 mmol). The reaction mixture was stirred at ambient temperature for 20 hr. The 
reaction was quenched with saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI3 (three times) . 
The combined organic layer was dried over MgS0 4 , filtrated, concentrated, and purified by medium-pressure liquid 
chromatography (NH-silica gel, 20% EtOAc in hexane) and flash chromatography (silica gel, 5% MeOH in CHCI3) to 
give a colorless oil. To a solution of the above oil in EtOAc (2 mL) was added 4 M hydrogen chloride in EtOAc (5 mL). 
The mixture was stirred at ambient temperature for 1 hr and concentrated. A suspension of the residue in E^O (12 
mL) was stirred at ambient tempareture for 1 hr. The precipitate was collected by filtration , washed with Et 2 0, and dried 
under reduced pressure to give Ne-[c/^4-(4-bromo-2-trifluoromethoxy-benzyl)-amino-cyclohexyl]-/V*-methylquinoline- 
2,4-diamine dihydrochloride (365 mg, 45%) as a white solid. 

ESI MS m/e523, M (free) + H+ ; 'H NMR (300 MHz, DMSO-de) 5 1 .61-2.11 (m, 8 H), 2.96 (d, J= 4.4 Hz, 3 H), 3.1 9-3.41 
(m, 2 H), 4.11-4.34 (m, 2 H). 5.92 (brs, 1 H), 7.40 (t, J= 8.2 Hz, 1 H), 7.63-7.79 (m, 3 H), 7.93 (d, J= 8.4 Hz. 1 H), 8.22 
(d, J = 8.2 Hz, 1H), 8.30-8.48 (m. 2 H), 9.59 (brs. 2H). 



Example 2 

A^cls-4-[2^4-Bromo-2-trlfluoiomethoxy-phenyl)^hylamlno]-^clohexyl}-Af»-methylqulnollne2 p 4-dlamlne 
dlhydrochlorlde 

Step A: Synthesis of (4-bromo-2-trlfluoromethoxy-phenyl)-acetaldehydo. 

[0274] To a suspension of (methoxymethyl)-triphenylphosphonium chloride (5.29 g, 1 4.9 mol) in EtgO (50 mL) was 
added 1.8 M phenyl lithium In 30% EtaO In cyclohexane (8.58 mL, 15.5 mmol). The mixture was stirred at ambient 
temperature for 1 0 min. To the reaction mixture was added 4-bromo-2-trifluoromethoxy-benzaldehyde obtained in step 
F of example 1 (4.00 g, 14.9 mmol) in EtgO (18 mL). The mixture was stirred at ambient temperature for 4 hr, filtrated 
and concentrated. To the above residue was added 10% H 2 S0 4 in AcOH (40 mL). The mixture was stirred at ambient 
temperature for 90 min. The solution was poured into H 2 0 and the aqueous layer was extracted with CHCI 3 (three 
times). The combined organic layer was washed with saturated aqueous NaHC0 3 and brine, dried over MgS0 4 . fil- 
trated, concentrated, and purified by flash chromatography (silica gel. 9% EtOAc in hexane) to give (4-bromo-2-trif- 
luoromethoxy-phenyi)-acetaldehyde (1 .25 g, 30 %) as a pale brown oil. 

ESI MS m/e 284, M + H+; ^H NMR (200 MHz, CDCy 83.75 (d. J = 1.5 Hz, 2 H), 7.16 (d, J = 8.4 Hz, 1 H), 7.41-7.51 
(m.2H), 9.74 (t, J=1.5Hz. 1 H). 
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Step B: Synthesis of A^{cls^[2K4-bromc-2-trffluoromrt 
qulnollne-2,4-dlamlne dlhydrochlorlde. 

[02751 Using the procedure for the step G of example 1 , the title compound was obtained. ESI MS m/e 537 , M I (free) 
t H* ; 1H NMR (300 MHz, DMSO-d*) 8 1 .62-2.06 (m, 8 H), 2.96 (d, J = 4.4 Hz, 3 H). 3.04^39 i (m 5 H) 4. IT 'Qm 
H), 5.90 (brs, 1 H), 7.40 (t, J= 8.2 Hz, 1 H), 7.52 (d. J= 8.7 Hz, 1 H), 7.57-7.85 (m, 3 H), 8.20 (d, J = 8.2 Hz, 1 H), 
8.26-8.47 (m, 2 H), 9.23 (brs, 2 H). 

Example 3 

N^els^[(4-Bremo-2-trffluoromrthoxy^^ 
dlhydrochlorlde 

Step A: Synthesis of (e/e-4-hydroxymethyl-eyclohexyl)<aibamle acid tertbutyl ester. 

[0276] A suspension of c/s-4-amino-cyclohexanecarboxylic acid (244 g, 1 .70 mol) in MeOH (2.45 L) was cooled to 
-8 «C Thionyl chloride (45.0 mL, 617 mmoO was added dropwise. The resulting solution was stirred at ambient tem- 
perature for 4.5 hr and concentrated to give a white solid. To a suspension of the above solid in CHCU. (3.00 L) were 
added triethylamine (261 mL. 1 .87 mol) and (Boc) a O (409 g, 1 .87 mol) successively. The reaction mixture was stirred 
at ambient temperature for 5 hr and poured into water. The aqueous layer was extracted with CHCI 3 (three times . The 
combined organic layer was dried over MgS0 4> filtrated, concentrated, and purified by flash chromatography (si ica 
gel CHCU only to 10% MeOH in CHCI3) to give a colorless oil (531 g). To a suspension cooled at -4 °C of ithium 
aluminum hydride (78.3 g, 2.06 mol) In EfeO (7.9 L) was added a solution of the above oil (530.9 g) in EWO (5.3 L) 
below 0 "C The resulting suspension was stirred at ambient temperature for 2 hr. The reaction mixture was cooled on 
an ice-bath, quenched with cold water, and filtrated through a pad of celite. The filtrate was dried over MgS0 4 filtrated, 
and concentrated. The precipitate was suspended in hexane (300 mL), filtrated, washed with hexane, and dried under 
reduced pressure to give (cfe^-hydroxymethyl-cyclohexyO-carbamlcacid fert-butyl ester(301 g. 77%) asa white sol d. 
ESI MS m/e 252, M + Na + ; 1 H NMR (300 MHz, CDCU) 81.16-1 .36 (m, 2 H), 1 .45 (s, 9 H), 1 .52-1 .77 (m. 7 H), 3.51 (d. 
J= 6.2 Hz, 2 H), 3.75 (brs, 1 H), 4.30-4.82 (m, 1 H). 

Step B: Synthesis of [c/«^(benzyloxycarbonylamlno-methyl)-cyelohexyl]-carbamlc acid fert-butyl ester. 

[02771 To a solution of (cHM-hydroxymethyl-cyclohexyl)-carbamic acid tert-butyl ester (1 7.7 g, 77.2 mmol) in THF 
245 mL) were added trlphenylphosphine (20.2 g, 77.0 mmol) and phthalimide (11.4 g, 77.5 mmol) successively. The 
resulting suspension was cooled on an ice-bath and 40% diethyl azodicarboxylate in toluene (33.6 mL, 74;1 mmoO 
was added over 1 hr. The reaction mixture was stirred at ambient temperature for2.5 days, concentrated, and purified 
by flash chromatography (silica gel. 33% EtOAc in hexane) to give a white solid. To a suspension of the above solid 
(27 5 g) in EtOH (275 mL) was added hydrazine hydrate (5.76 g. 1 15 mmol). The mixture was stirred at reflux for 2.25 
hr cooled and concentrated. The precipitate was dissolved in 1 0% aqueous sodium hydroxide (350 mL). The aqueous 
layer was extracted with CHCU (three times). The combined organic layer was dried over MgS0 4 , filtrated, and con- 
centrated To a solution of the above residue in CHCI 3 (275 mL) was added triethylamine (8.54 g, 84.4 mmol). The 
resulting solution was cooled to 0 °C and ZCI (14.4 g. 84.4 mmol) was added below 5 »C. The reaction mixture was 
stirred at ambient temperature for 1 6 hr and poured into saturated aqueous NaHC0 3 . The aqueous layer was extracted 
with CHCI, (three times). The combined organic layer was dried over MgS0 4 , filtrated, concentrated, and purified by 
flash chromatography (silica gel, 2% MeOH in CHCU) to give [c/s-4-(benzyloxyearbonylamino-methyl)-cyclohexyQ- 
carbamic acid fert-butyl ester (25.3 g, 91 %) as a colorless oil. ,> u . « , a „ , c , 

ESI MS m/e 385, M + Na+; 'H NMR (300 MHz, CDCI3) 81.13-1 .31 (m. 2 H). 1 .44 (s, 9 H), 1 .48-1 .75 (m, 7 H), 3.1 0 (t, 
J= 6.4 Hz, 2 H), 3.72 (brs, 1 H), 4.42-4.76 (m, 1 H), 4.76-4.92 (m, 1 H), 5.09 (s, 2 H), 7.27-7.38 (m, 5 H). 

Step C: Synthesis of (c/»-4-amlno-cyclohexylmethyl>carbamlc acid benzyl ester. 

[02781 To a solution of [c/s-4-(benzyloxycarbonylamino-methyl)-cyclohexyr]-caroamic acid tert-butyl ester (1 2.9 g, 
35 6 mmol) in EtOAc (129 mL) was added 4 M hydrogen chloride in EtOAc (129 mL). The reaction mixture was stirred 
at ambient temperature for 3 hr, filtrated, washed with EtOAc, and dried under reduced pressure. The solid was dis- 
solved in saturated aqueous NaHCO a . The aqueous layer was extracted with CHCI 3 (five times). The combined organic 
layer was dried over MgS0 4 . filtrated, concentrated, and dried under reduced pressure to give (c/s-4-aminocyclohex- 
ylmethyO-carbamic acid benzyl ester (8.88 g, 95 % ) as a colorless oil. „ u4 c «« /u , u » 

ESI MS m/e 263, M ♦ H+; ^H NMR (300 MHz, CDCI3) 8 1 .36-1 .98 (m, 9 H), 2.96-3.32 (m, 3 H), 5.12 (brs, 3 H), 7.36 
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(s,5H). 

Step D: Synthesis of [c/fr4-(4-methytamlno-qulnolln-2-ylamlnoVcydohexylmethyll-eart»amlc acid benzyl ester. 

r02791 A mixture of (2-chloro-quinolln-4-yl)-methyl-amine obtained in step B of example 1 (2.00 g, 1 0.4 mmol) and 
52 Jno-eyc ohexyimethyl) 'arbamic acid benzyl ester (3.27 g, 12.5 mmo.) in butanol (3 mL) was stored at 130 
hr K seSed tube The reaction mixture was poured into saturated aqueous NaHC0 3 . and he aqueous 
laW was exTae\eTwrth CHCfe (three times). The combined organic layer was dried over MgS0 4 filtra ed, concen- 
SdTndTrSed by flash chromatography (silica. 10% MeOH in CHC.3) to gfce [d^-(4-methy.amino-qu,no.,n- 
2-ylamino)^lohexylmethyl]-carbamic acid-benzyl ester (2.16 *^>"«^/f* 3 H . 308 . 316(m 2 
ESI MS m/e419, M + H+ 1 H NMR (300 MHz, CDCI3) 5 1 .42-1 .99 (m, 9 H) 3.05 (d J H) 3.08 3.1 6 1 (rn 2 

m 3 81 (brs.1 H), 5.07 (s. 2 H), 5.18-5.28 (m, 1 H). 5.34 (s, 1 H), 7.07-7.18 (m, 1H), 7.22-7.45 (m, 6 H), 7.56-7.70 (m, 
1 H). 8.16 (d, J= 8.4 Hz. 1 H). 8.23 (d. J = 7.6 Hz. 1 H). 12.76 (brs. 1H). 

Step E: Synthesis of /^{cls-4-[(4-brorno-2-trtfluo 
qulnollne-2,4-dlemlne dlhydrochlorlde. 

r02801 To a solution of [ C / & 4-(4-methylamino-quinolin-2-ylamino)-cyclohexylmethyl]-carbamic ac'd-benzyl ester 
2^2q 4^mmomnMeOH (20 mL)wasadded10%Pd/C(202mg). Themis 

a^p'he^S 5 hr The eaction mixture was filtrated through a pad of celite and concentrated. To a so lut.on 0 
t^^!S^ZaMmM (5 mL) were added 4-bromo-2-trifluoromethoxy-benzaldehyde obtained in step F of 
2S£\ WW, mmol). acetic acid (111 mg. 1 .85 mmo.). and NaBH 3 CN (1 66 mg. 2.64 mmol). The reaction 
was stir^d at ambient temperature for 23 hr. The reaction was quenched wit h saturated aqueous NaHCO 3 
^nd tZ aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dned over MgS0 4 
filtmSd con^S Ind purified by medium-p?essure liquid chromatography (NH-si.ica gel. 50% EtOAc in hexane 
^SS^SSS£U» 9el 2% to 50% MeOH in CHC W to give a colorless 0... To a solution of the above oil 
to EMc 7Z ^as added 4 M hydrogen chloride in EtOAc (5 mL). The mixture was stirred at ambient tempera ure 
or Thfa dTo centrated. A suspension of the residue in Et,0 (12 mL) was stirred at ^ b "^V?4 bro 
rWecipitatewaseollectedbyfl 

mo-2^Sromethoxy-benzyl)aminomethyl]^clohe dihydrochlonde (147 mg. 

ml£ ♦ H + ; 1H NMR (300 MHz. CDC W 6 1 .34-2.1 5 (m. 9 H) 2.63-3^08 (m, 5 H). 3.41-3.88 (m. 1 

H). 4.28 (s. 2 H). 7.00-7.62 (m. 6 H). 7.65-8.38 (m. 3 H), 10.01 (brs. 2 H). 11 .76 (brs. 1 H). 

Example 4 

N»-Methyl-AMc/^[(24rlfluo ro mrth^ 
dlhydrochlorlde 

Step A: Synthesis of NWhyWcfe^-trmuorometho^ 
2,4-diamlne dlhydrochlorlde. 

[0281] To a solution of A^cis-4-[(4-bromo^ 

ineS 4-diamine obtained in step E of example 3 (250 mg, 0.465 mmol) in EtOH (2.5 mL) was added 10% Pd/C (75 
mq) The r^ure was stirred at ambient temperature under hydrogen atmosphere for 1 5 hr. The reason mixture was 
SatSS a pad of eeiite and purified by fiash chromatography (NH-sillca gel, 50% EtOAc in ^anj to g,ve a 
colorless oil. To a solution of the above oil in EtOAc (2 mL) was added 4 M hydrogen ^nde in E^Ac 5 mL) The 
mbcture was stirred at ambient temperature for 1 hr and concentrated. The residue was suspende ^ ^0 (10 , mL) 
and stirred at ambient temperature for 1 hr. The precipitate was collected by filtration, washed with Et 2 0 and dried 
^nder^ 

3. 60^J2^m. 1 H) ,^.32 (s, 2 H). 7.05 7 49 (m, 6 H), 7 '.88 (d, J- 7.8 Hz, 1 H). 8.11-8.35 (m. 2 H). 9.91 (brs, 2 H). 11 .83 
(s. 1 H). 
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Example 5 

NHcte.4-(4.B ro mo-2.trmuorom^ 
dlhydrochloride 

Step A: Syntheele of (2-chloro-quinolln-4-ylH lmeth y , - amlne - 

[0282] To a solution of 2,4-dichloro-quinoline (177 g, 894 mmol) in THF (LI L) was added 50% aqueous » Me£H 
234 mL 2-23 mol). The mixture was stirred at ambient temperature for 68 hr. To the mixture was added 50% aqueous 
M*NH \<A7 mL <°48 mmol) and stirred at ambient temperature for 3 hr. The solution was poured into saturated aqueous 
NaHCO and meaqLus iayer was extracted with CHCI 3 (three times). The combined organic iayer was dried over 
Mgso! «d concentrated, and purified by flash chromatography (NH-s.iica 1 % to 3% EtOAc in hercne) toj £ 
(2*hloro-quinolin-4-yl)-dimethyl-amine (75.9 g. 41 %) as a pale yellow oil and (4-chloro-quinol.n-2-yD-dimethyi-am.ne 
(28.0 g, 15%) as a pale yellow oil. 

(2-chloro-quinolin-4-yl)-dimethyl-amine; , 1V „ „« , « ux , , e , a A 7 n 1 o 1 

ESI MS mte 207. M + H + ; NMR (300 MHz. CDCIg) 8 3.06 (s. 6 H). 6.71 (s. 1 H), 7.45 ddd. J= 84 7 . U Hz, 
H) 7 63 (ddd. J= 8.4, 6.9. 1 .5 Hz. 1 H). 7.91 -7.93 (m. 1 H). 7.97-8.03 (m, 1 H). (4-chloro-qu.nolin-2-yl)-d ^methyl-amlne 
ESI MS rn/e 229, M -i- Na + ; 1 H NMR (300 MHz, CDCI3) 8 3.18 (s, 6 H), 6.97 (brs, 1 H), 7.18-7.31 (m, 1 H). 7.49-7.63 
(m, 1 H). 7.66-7.72 (m. 1 H). 7.95-8.00 (m. 1 H). 

Step B: Synthesis of AHete^amlno-eyclohexyl)-Af*, W^dlmethyl-qulnollne-2,4^lamlne. 

[0283] Using the procedure for the step E of example 1 . the title compound was obtained. FAB MS i m/e 285. M + 
1H NMR (200 MHz. CDCU.) 8 1 .12-2.00 (m. 9 H). 2.81-2.98 (m. 1 H). 2.93 (s. 6 H) 4.09 (brs 1 H). 4.75 d = 7_9 
Hz. 1 H). 6.03 (s. 1 H). 7.14 (ddd. J = 8.2, 6.7, 1.3 Hz, 1 H). 7.45 (ddd, J= 8.4, 6.8, 1.5Hz. 1 H), 7.62 (m. 1 H), 7.84 
(dd, J =8.4, 1.3 Hz, 1 H). 

Step C: Synthesis of W4c*s^(4-bromo-2-trifluoromrthoxy^n^^ 
qulnoline-2,4-dlamlne dlhydrochloride. 

T02841 Usina the procedure for the step G of example 1 , the title compound was obtained. ESI MS m/e 537. M (f ree) 
STiH NMR 9 (3^0 P MHz CDCI 3 ) 8 1 .73 P 2 .36 (m. 10 H). 3.05-3.31 (m. 2 H). 3.20 (s. 6 H). 4.32 (s. 2 H). 7.30-7.62 (m. 
5 H).'7.86 (d. J= 8.6 Hz. 1 H), 8.21 (d. J= 8.4 Hz. 1 H). 8.53-8.64 (m, 1 H). 13.04 (brs. 1 H). 

Example 6 

WMc^4-(2-(4-BromcH2-trHluorom^ 
2,4-dlamlne dlhydrochloride 

Step A: Synthesis of W2.{c/«^[2-(44>romo-2-trlfluoromethoxy-phenyl)-ethylamlno]-cyclohexyl}-W«,W«- 
dlmethyl-qulnollne-2,4-dlamlne dlhydrochloride. 

[0285] Using the procedure for the step G of example 1 . the title compound was obtained. ESI MS m/e 551 M (free) 
+ H* 'h NMR (300 MHz. CDCy 8 1 .69-2.40 (m, 10 H), 3.11-3.46 (m. 10 H). 7.26-7.49 (m, 5 H), 7.59 (t. J = 7.3 Hz. 1 
H). 7.86 (d, J = 7.5 HZ, 1 H), 8.53-8.70 (m, 1 H), 9.75-10.14 (m. 2 H), 13.05 (brs. 1 H). 

Example 7 

A^{cfe-4-[(4-Bromo-2-tolfluorometho^ 
2,4-dlamine dlhydrochloride 

Step A: Synthesis of [cls-4-(4-dimethylamino.qulnolln-2-ylamino)-cyclohexylmethyl]-carbamlc acid benzyl 
ester. 

[0286] A mixture of (2-chloro-quinolin-4-yl)-dimethyl-amine obtained in step A of example 5 (23.6 g. 1 1 14 mmol) and 
c^-amino-cyclohexylmethyD-carbamic acid benzyl ester obtained in step C of example 3 (36.0 g. 137 mmoj ) in 
butanol (31 mL) was stirred at reflux for 14 days. The reaction mixture was poured into saturated aqueous NaHC0 3 . 
and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dned over MgS0 4 . 
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filtrated, concentrated, and purified by flash chromatography (NH-silica, 14% to 66% EtOAc in hexane) to give [cfe- 
4.(4-dlmethylaminoquinolln-2-ylamino)-cyclohexylmethyl]-carbamic acid benzyl ester (19.3 g, 39%) as a pale yellow 

ESIMS m/e 433, M + H+; 'H NMR (200 MHz, CDCfe) 8 1.12-1 .97 (m. 9 H), 2.94 (s. 6 H), 3.13 (t J= 6.4 Hz 2 H), 

4 06-4.26 (m, 1 H), 4.62-4.94 (m, 2 H), 5.11 (s, 2 H), 6.04 (s, 1 H), 7.14 (ddd, J -8.4, 7.0, 1.3 Hz, 1 H), 7.29-7.40 (m, 

5 H). 7.45 (ddd, J= 8.4, 6.8, 1 .5 Hz, 1 H), 7.57-7.64 (m, 1 H). 7.84 (dd, J= 8.4, 1 .3 Hz, 1 H). 

Step B: Synthesis of r^c<s^amlnomethyl-cyclohexyf)-A^ > rV<-dlmemyl-qulnoline-2,4-dlamlne. 

[©287] To a solution of [c/s-4-(4-dimethylamino-quinolin-2-ylamino)-cyclohexylmethyl]-carbamic acid benzyl ester 
M 9 3 q 44 6 mmol) in MeOH (200 mL) was added 5% Pd/C (1 .93 g). The mixture was stirred at ambient temperature 
under hydrogen atmosphere for 6 days. The reaction mixture was filtrated through a pad of cellte and concentrated 
To a solution of the residue in methanol (200 mL) was added 10% Pd/C (1.93 g). The mixture was stirred at ambient 
temperature under hydrogen atmosphere for 1 day. The reaction mixture was filtrated through a pad of celite concen- 
trated ^nd purified by flash chromatography (silica gel, 5% to 14% 7 M NH^MeOH in CHCI 3 ) to give A*-(c,s-4-ami- 
nomethyl-<*clohexyl)-f^ 

FAB MS m/e 299, M + H + ; 1H NMR (200 MHz. CDCI3) 8 1 .08-1 .99 (m. 11 H), 2.60 (d, ^ 6^2 Hz 2 H) 2 _g A ,6 H) 
4.04-4.22 (m, 1 H), 4.77-4.93 (m, 1 H), 6.06 (s. 1 H), 7.14 (ddd, J= 8.4, 7.0, 1.3 Hz, 1 H). 7.45 (ddd, J=8.4, 6.8. 1.5 
Hz. 1 H), 7.61 (m. 1 H). 7.84 (dd. J=8.4, 1.3 Hz, 1 H). 

Step C: Synthesis of A^{e*s.4-[(4-bremo-2-trlfluoromemox 
dlmethyl-qulnollne-2,4-dlamlnedlhydrochloride. 

[0288] Using the procedure for the step G of example 1 , the title compound was obtained. ESI MS m/e 551 , M (free) 
U IHNMR (300 MHz, CDCfe) 8 1.50-2.20 (m. 9 H). 2.89 (s, 2 H). 3.20 (s. 6 H). 3 75-4.02 (m I H) 4J9 I (* 2 H) 
7.22-7.32 (m. 2 H). 7.40-7.46 (m. 1 H). 7.49-7.62 (m. 2 H), 7.83 (d. J= 8.7 Hz. 1 H), 8.17 (d, J= 8.4 Hz. 1 H). 8.53-8.69 
(m, 1 H), 10.05 (brs, 2 H), 13.00 (brs. 1 H). 

Example 8 

jv*W»-Dlmethyl-A^cls^[(2-trWluo 
dl hydrochloride 

Step A: Synthesis of N»,W^lmethyl-/^-{c/s-4-[(2-trlfluoromethoxy-benzyl>amln^ 
qulnollne-2,4-diamine dihydrochloride. 

[0289] Using the procedure for the step G of example 1 , the title compound was obtained. ESI MS m/e 472 \ M I (free) 
t™iH NMR (300 MHz, CDCI3) 8 1 .54-2.20 (m, 9 H), 2.87 (brs. 2 H). 3.19 (s. 6 H). 3.70-4.03 (m. 1 H). 4.28 (brs 2 
H) /IS 7 67 (^6 H). 7.81 (d, J- 8.4 Hz. 1 H). 8.17 (d. J= 7.3 Hz. 1 H). 8.63 (brs, 1 H). 9.92 (brs. 1 H). 13.13 (s. 1 H). 

Example 9 

A^[e/s^(4-Bromo-2-trffluoremrtho 
2,4-dlamine dihydrochloride 

Step A: Synthesis of 5,6,7,8-tetrahydro-qulna»llne-2,4-dlol. 

[0290] To a solution of 2-oxo-cyclohexanecarboxylic acid ethyl ester (61.5 g. 361 mmol) in EtOH (61.5 mL) was 
added urea (73.8 g. 1 .23 mol). The mixture was stirred at reflux for 10.5 days and stirred at ambient temperature for 
30 min The precipitate was filtrated, washed with acetone, and dried. A suspension ofthe above solid in H 2 0 (1 00 mL) 
stirred on an tee-bath for 1 hr. The precipitate was filtrated, washed with hexane. and dried under reduced pressure to 
give 5,6,7,8-tetrahydro-quinazoline-2,4-diol (21 .0 g, 35%) as a pale yellow solid. 

CI MS nv-e 167, M + H* ; 1H NMR (300 MHz, DMSO-de) 8 1 .48-1.71 (m, 4 H), 2.09-2.19 (m, 2 H). 2.24-2.34 (m. 2 H). 
10.41-10.98 (m, 2H). 

Step B: Synthesis of 2,4<lichloro-5,6,7,8-tetrahydro-qulnazoline. 

[0291] Using the procedure for the step A of example 1 , the title compound was obtained. ESI MS m/e 203, M*; ^H 
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NMR (300 MHz, CDCI3) 8 1 .83-1 .94 (m, 4 H), 2.67-2.79 (m, 2 H), 2.84-2.95 (m, 2 H). 
Step C: Synthesis of (2-chloro-5,6 ,7,8-tetrahydro-qulnazolln-4-yl)-methyl-amlne. 

[0292] To a solution of 2,4-dlchloro-5,6 i 7,8-tetrahydro-quina2olln (8.70 g, 42.8 mmol) in THF (87 mL) was added 
40% aqueous MeNH 2 (8.32 g, 107 mmol). The mixture was stirred at ambient temperature for 8 hr. The solution was 
poured into saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined 
organic layer was dried over MgS0 4 , filtrated, concentrated, and purified by flash chromatography (NH-silica, 50% 
EtOAc in hexane) to give (2-chloro-5,6 l 7,8-tetrahydro-quinazolin-4-yl)-methyl-amine (7.04 g, 83%) as a white solid. 
ESI MS m/e 220, M +■ Na + ; 1 H NMR (300 MHz, CDCI3) 5 1.74-1 .92 (m, 4 H), 2.26 (t, J= 5.5 Hz, 2 H), 2.67 (t f J-5.6 
Hz, 2 H), 3.05 (d, J= 5.0 Hz, 3 H), 4.81 (s, 1 H). 

Step D: Synthesis of A^(c^4-amlno-cyclohexyl^^ 

[0293] Using the procedure for the step E of example 1 , the title compound was obtained. 

ESI MS m/e 276, M + H + ; 1 H NMR (300 MHz, DMSO-de) 6 1.33-1.76 (m, 12 H), 2.11-2.21 (m, 2 H), 2.31-2.40 (m, 2 
H), 2.70-2.77 (m, 2 H), 2.78 (d, J= 4.5 Hz, 3 H), 3.71-3.83 (m, 1 H), 5.50-5.63 (m, 1 H), 6.10-6.22 (m, 1 H). 

Step E: Synthesis of A^[c/s-4-(4-bromo-2-trmuorometh^ 
5,6J,8-tetrahydi^ulnazollne-2,4-dlaiTilne dlhydrochloride. 

[0294] Using the procedure for the step G of example 1 , the title compound was obtained. 
ESI MS m/e 528, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1 .66-2.24 (m, 12 H), 2.41 -2.56 (m, 4 H), 3.00 (d, J= 4.5 
Hz, 3 H), 3.04 (brs, 1 H), 4.03 (brs, 1 H), 4.30 (brs, 2 H), 7.45-7.48 (m, 1 H), 7.52 (dd, J= 8.3, 1 .8 Hz, 1 H), 7.61 (d, J 
= 5.8 Hz, 1 H), 7.74 (brs, 1 H), 8.14 (d, J = 8.2 Hz, 1 H), 11 .84 (brs, 1 H). 

Example 10 

/^{c/^[2-(4-Bromo-2-trffluoromethoxy-ph 
quinazoline-2,4-diamlne dlhydrochloride 

Step A: Synthesis of A^{cl^[2^4-bromo-2-trittuorometho 
5 > 6 l 7 l 8-tetrahydro-qulnarollne-2,4-dlamlne dlhydrochloride. 

[0295] Using the procedure for the step G of example 1 , the title compound was obtained. 

ESI MS m/e 542, M (free) + H+ ; 'H NMR (300 MHz, CDCI3) 5 1 .57-2.25 (m, 12 H), 2.35-2.60 (m, 4 H), 2.94-3.28 (m, 
6 H), 3.32-3.45 (m, 2 H), 4.13 (brs, 1 H), 7.30-7.51 (m, 4 H), 7.72 (d, J= 6.2 Hz, 1 H), 9.86 (brs, 2 H) 11 .90 (s, 1 H). 

Example 11 

/^{cfe4-[(4-Bromo-2-trlfluoromethoxy* 
qu inazol I ne-2 ,4-d lamine di hydroch lo r ide 

Step A: Synthesis of [c/s-4-(4.methylamlno-5,6,7,8-tetrahydro-qulnazolln-2-ylamlno) cyclohexylmethyl]- 
carbamic acid benzyl ester. 

[0296] A mixture of (2-chloro-5,6,7,8-tetrahydro-quinazolin-4-yl)-methyl-amine obtained in step C of example 9 (2.00 
g, 10.1 mmol) and (cis-4-amino-cyclohexylmethyl)-carbamic acid benzyl ester obtained in step C of example 3 (3.19 
g, 12.2 mmol) in butanol (3 mL) was stirred at 1 30 °C for 1 6 hr in a sealed tube. The reaction mixture was poured into 
saturated aqueous NaHC0 3> and the aqueous layer was extracted with CHCI3 (three times). The combined organic 
layer was dried over MgS0 4 , filtrated, concentrated, and purified by flash chromatography (silica gel, 10% MeOH in 
CHCI3) to give [c/s-4-(4-methylamino-5 t 6,7,8-tetrahydro-qum^ acid ben- 

zyl ester (1 .38 g, 32%) as a pale yellow oil. 

ESI MS m/e 424, M + H+ ; 1 H NMR (300 MHz, CDCI 3 ) 5 1 .31-2.02 (m, 13 H), 2.22-2.34 (m, 2 H), 252-2.64 (m, 2 H), 
3.05 (d, J= 4.8 Hz, 3 H), 3.11 (t, J= 6.1 Hz, 2 H), 5.05-5.23 (m, 1 H), 5.08 (s, 2 H), 6.34-6.47 (m, 1 H), 7.23-7.42 (m, 
5 H), 7.99 (d, J= 7.3 Hz, 1 H), 12.34 (brs, 1 H). 
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Step B: Synthesis of /^{ds^[(44>romo-2-trlfluoromemoxy^ 
5,6,7,8-tetrahyelio<|ulnazollne-2,4-dlamlnedlhydroehlorlde. 

f02971 Using the procedure for the step E of example 3, the title compound was obtained. ESI MS m/e 542. M (free) 
I ^1H NMR 200 MHZ, CDCI3) 8 1.50-2.19 (m. 13 H), 2.58-2.61 (m, 2 H), 2.72-2.91 (m, 2 H), 2^-2.97 (m H) 
3.24 is 6^4.15-4.20 (m, 1 H),4.22^.38 (m, 2 H), 7.43-7.50 (m, 1 H), 7.56-7.61 (m, 1H), 8.18-8.29 (m, 2 H). 10.06 
(brs, 2 H), 12.30 (brs, 1 H). 

Example 12 

A^«^hyl-/*{e*s^[(2*muorometho^ 
2,4-dlamine dlhydrochlorlde 

Step A: Synthesis of W»-methy^{cJs^(2-trffluo^ 
5,6,7,8-tetrahydio-qulnazollne-2,4-dlamlne dihydrochloride. 

ro2981 Usino the procedure for the step G of example 1, the title compound was obtained. rtUVOOOOOC 
SSl nie Z iZree) + H+ ; 1 H NMR (300 MHz, DMSO-d^ 1 1 .28-2.04 (m, f} HK «*» 

(m 2 H) 2 91 (d, J = 4.5 Hz, 3 H), 4.13 (brs. 1 H). 4.22 (brs, 2 H), 7.43-7.62 (m, 3 H), 7.91 (dd, J = 7.5, 1 .6 Hz, 1 H). 
8.09 (d, Jm 6.7 Hz, 2 H), 9.37 (brs, 2 H), 12.30-12.70 (m, 1 H). 

Example 13 

WHc/s^Bromo^-trmuoromet^^ 
qulnazollne-2,4-diamlne dlhydrochlorlde 

Step A: Synthesis of (2-chloro-5,6,7,8-tetrahydio^ulnazolln-4-yl)-dlmethyl-amlne. 

[0299] To a solution of 2,4-dichloro-5,6,7,8-tetrahydro-quinazolin (7.00 g. 34.5 mmol) in ™F (70 mlj MJ- "JJJ 
Aqueous MeNH, (7.77 g, 86.2 mmol). The mixture was stirred at '^^^^^^^Z 
was ooured into saturated aqueous NaHCO a and the aqueous layer was extracted with CHC^ (three times). Tne 
Imhmroroanic laver was dried over MgS0 4 . filtrated, concentrated, and purified by flash chromatography (NH- 
ZZ£fi£Z in h^ne) tote ^hforo-W^^ (6.08 g. 83%) as a 

ES?M 8 S 0 1 234, M * Na+; 1 H NMR (300 MHz, CDCI3) S 1 .62-1 .90 (m, 4 H), 2.59 (t, J= 6.0 Hz. 2 H), 2.76 (t, J* 6.6 
HZ, 2 H). 3.06 (S. 6 H). 

Step B: Synthesis of WMc/s^amlno^clohexyl)-* 
[0300] Usingme prccedureforthestepEof example 

FAB MS m/e 290. M + H + ; 1 H NMR (200 MHz. CDCI 3 ) 8 0.95-1 .94 (m. 14 H). 2.49 J, J. 5.9 Hz, 2 H), 2.61 (t. J= 7.0 
Hz, 2 H). 2.72-2.94 (m. 1 H), 2.94 (s. 6 H), 3.89-4.11 (m. 1 H). 4.73 (d. J= 7.5 Hz. 1 H). 

Step C: Synthesis of A^[ c |*4-(4-bromo-2-trltluoromethoxy^ 
5,6,7,8-tetrahydro-qulnazollne-2,4-dlamlne-dihydrochlorlde. 

[0301] Using the procedure for the step G of example 1 . the title compound was obtained. 
ESI MS m/e 542. M^free) + H + ; 1 H NMR (300 MHz. CDC b ) 8 ****** ^TJ ^'o 19 Hz 1 H) 8 ^9 
2 H) 3 11-3.24 (m. 7 H), 4.12-4.23 (m. 1 H), 4.28 (s, 2 H), 7.41 (d, J= 10.4 Hz, 1 H), 7.49 (dd, J=6.2, 1 .9 Hz, 1 H), 8.19 
(d, jLa.4 Hz, 1 H). 8.25 (d, J=8.1 Hz. 1 H). 10.02 (brs. 1 H), 12.43 (brs, 1 H). 
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Example 14 

A^{cteH2K4-Bromo-2-trffluorometho^^ 
qulnazoilne-2,4-dlamine dihydrochlorlde 

Step A: Synthesis of /^{ci^[2-(44>romo-2-trffluorometho^ 
dlmethyl-5,6,7,8-tetrahydro-qulnazollne-2 > 4-dlamlne-dlhydrochlorlde. 

[0302] Using the procedure for the step G of example 1 , the title compound was obtained. 

ESI MS m/e 556, M (free) + H + ; 1 H NMR (300 MHz, CDCI 3 ) 5 1 .57-2.32 (m, 12 H), 2.56 (t, J= 5.8 Hz, 2 H), 2.69 (t, J= 

6.2 Hz, 2 H), 3.14-3.41 (m, 9 H), 4.13-4.25 (m, 1 H), 7.35-7.44 (m, 2 H), 7.49-7.55. (m, 1 H), 8.20 (d, J= 7.8 Hz, 1 H). 

Example 15 

/^d^[(4-Bromo-2-trifluoromethoxy-benzyl)-am 
5 > 6,7,8-tetrahydro-qulnazollne-2,4-dlamlne dlhydrochloride 

Step A: Synthesis of [c/^4-(4-dlmethylamlno-qulnolln-2-ylamlno)-cyclohexylmethyl]-carbamlc acid benzyl 
ester. 

[0303] Using the procedure for the step A of example 11 , the title compound was obtained. 
ESI MS m/e 438, M+ H + ; 1 H NMR (300 MHz, CDCI3) 5 1.18-1.39 (m, 2 H), 1.48-1.94 (m, 11 H), 2.49 (t, J = 5.9 Hz, 2 
H), 2.60 (t, J= 6.6 Hz, 2 H), 2.94 (s, 6 H), 3.09 (t, J-6.1 Hz, 2 H), 4.01-4.13 (m, 1 H), 4.70-4.91 (m, 2 H), 5.09 (s, 2 
H), 7.27-7.39 (m, 5 H). 

Step B: Synthesis of A^{cte-4-[(4-bromo-2-trmuorom 
dlmethyl-5,6 > 7,8-tetrahydro-qulnazollne-2,4-dlamlne dihydrochlorlde. 

[0304] Using the procedure for the step E of example 3, the title compound was obtained. 

ESI MS m/e 556, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 5 1 .46-2.17 (m, 12 H), 2.55 (t, J= 5.8 Hz, 2 H), 2.69 (t, J= 
6.1 Hz, 2 H), 2.79-2.92 (m, 2 H), 3.20 (s, 6 H), 4.08-4.18 (m, 1 H), 4.20-4.31 (m, 2 H), 7.43-7.47 (m, 1 H), 7.53 (dd, J= 
8.4, 1.9 Hz, 1 H), 8.16 (d, J= 7.8 Hz, 1 H), 8.22 (d, J=8.4 Hz, 1 H), 10.02 (brs, 2 H), 12.28 (brs, 1 H). 

Example 16 

^,f#*-Dlmethyl-A^e/s^[(2-trm^ 
qulnazoline-2,4-diamlne dihydrochlorlde 

Step A: Synthesis of /YSN*-dlmethyl-A^{c/s-4-[(2^ 
5,6,7,8-tetrahydro-qulnazollne-2,4-dlamlne dihydrochlorlde. 

[0305] Using the procedure for the step G of example 1 , the title compound was obtained. 
ESI MS m/e 478, M (free) + H + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .48-2.15 (m, 13 H), 2.55 (t, J= 5.4 Hz, 2 H), 2.71 (t, J 
= 6.2 Hz, 2 H), 2.77-2.89 (m, 2 H), 3.19 (s, 6 H), 4.10 (brs, 1 H), 4.26-4.37 (m, 2 H), 7.27-7.34 (m, 1 H), 7.36-7.47 (m, 
2 H), 8.15-8.25 (m, 2 H), 9.90 (s, 2 H), 12.52 (s, 1 H). 

Example 17 

A^[cte-4-(4-Bromo-2-trffluoromethoxy4>en 
dihydrochlorlde 

Step A: Synthesis of [cls-4-(4-bromo-2-trlfluoromethoxy-benzyl)-amlno-cyclohexylhcarbamlc acid tert-butyl 
ester. 

[0306] To a solution of (os-4-amino-cyclohexyl)-carbamic acid tert-butyl ester obtained in step D of example 1 (6.72 
g, 31 .4 mmol) in CHCI 3 (67 mL) were added 4-bromo-2-trifluoromethoxybenzaldehyde obtained in step F of example 
1(8.44 g, 31.4 mmol), acetic acid (1.88 g, 31.3 mmol), and NaBH(OAc) 3 (9.97 g, 47.0 mmol). The reaction mixture 
was stirred at ambient temperature for 4 hr. The reaction was quenched with saturated aqueous NaHC0 3 and the 
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anuaous laver was extracted with CHCfe (three times). The combined organic layer was dried over MgSO* filtrated. 
ZlZTtZ^X flash chromatography (silica gel. 33% EtOAc in hexane) to [d^««mo*«. 

uor™^ 

ESI MS m/e 467, M + H* ; 1 H NMR (300 MHz, CDCI 3 ) 8 1.16-1.78 (m, 17 H), 2.57-2.70 (m. 1 H), 3.62 (bra. 1 H). 3.78 

(s. 2 H). 4.60 (bra, 1 H), 7.34-7.54 (m. 3 H). 

Step B: Synthesis of (2-ehloro-pyrlmldln-4-ylHllmethyl-amlne. 

dimethyl-amine (0.87 g, 6%) as a white solid. 

r M h s^ 

E^n^ CDCy 5 3.21 (s, 6 H), 6.50 (d. * 5, Hz, 1 H), 8,8 (d, * 5, Hz, 1 H). 

Step C: Synthesis of ,^[cls^(4-biomc>-2-trlfluorometho^ 
pyrlmidlne-2,4-dlamlne dlhydrochlorlde. 

(3.00 g. 6.4Z mmoy in eiu«fc , Th residue was alkalized with saturated aqueous NaHC0 3 . 

1 .27 mmol) in butanol (1 mL) was stirrea ai iou ^ iwi rwp . , th times v The com bined organic 

?: 9 HZ 1 1 5: ?S (0= 7.3 Hz. 1 H).8.26(d,./=B.4Hz,1 H).8.57(d.J=7.0Hz.1 H). 10.25 (s. 2 H). 
Example 18 

A^ { cls-4.[2^4-B ro mo-2^ 
2,4-dlamlne dlhydrochlorlde 

Step A: Synthesis of [c fc^(Wlmethytamlno^^ 86,(1 e8ter 

[03091 A mixture of (2-chloro-p y rimidin-4- y i)-dimethyl-amine obtained in step B of example 17 (1 .50 g^52 rrnnoQ 
LnH^wJ^^o-wclohexvn-caSamic acid tert-butyl ester obtained in step D of example 1 (2.24 g. 10.5 mmol) in IPA 
« I ( ^^Z la ?sb -C for Z> hr in a sealed tube. The reaction mixture was poured into saturated aqueous 
LaHCO and Aqueous 

M 9 SO° 3 mrate2 concentrated, and purified by medium-pressure ''^^^ 

hexane) to give [cfc4-(4-dimethylamino W rimidin-2-ylamino)-cyclohexyl]-cart,amic ac,d tert-butyl ester (1 .34 g, 42 /o) 

mS!£Z. M + Na + ; 1 H NMR (300 MHz, CDCy 8 1.45 (s. . H) V48 (S 8 H) ,*» (, I . H) 3.61 (bra. 1 H). 
3.89-4.04 (m. 1 H). 4.47-4.63 (m, 1 H),4.77-4.89 (m, 1 H). 5.80 (d, J= 6.1 Hz, 1 H), 7.84 (d, J= 6.1 Hz, 1 H). 
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Step B: Synthesis of WMcte^amlno^clohex^ 

r0310l To a solution of [c»s-4-(4-dimethylamino-pyrimidin-2-ylamlno)-cyclohexyl]-cart)amic acid tert-butyl ester (126 
n 3 76 mmol) in BO/c ( 5 mL was added 4 M hydrogen chloride in EtOAc (15 mL). The reaction mixture was stirred 
i ^SSSnSmfi and concentrated The residue was alkalized with 1 M aqueous NaOH. The aqueous 
S^JiS^ a** (six times). The combined organic iayer was dried over MgSO, filtrated, anc I con™- 

ESI MS nVe 250 M + H*; i H NMR (300 MHz, CDCfa) 8 1 29-1 .51 m 2 H) 1 .611 .91 M *2WJB (m. H). 
3.03 (8. 6 H). 3.96-4.04 (m, 1 H). 4.85-4.98 (m, 1 H), 5.79 (d, J= 6.1 Hz, 1 H), 7.84 (d, J = 6.1 Hz, 1 H). 

Step C: Synthesis of A^c^t2H4-bromo-2-trmuoromrtho^ 
dlmethyl-pyrimldlne-2,4-dlamlnedlhydrochlorlde. 

[0311] Using the procedure for the step G of example! the title compound 

cei us m/s 502 M (free) + H + ; 1 H NMR (300 MHz, CDCIg) 5 1 .62-1 .82 (m, 2 H), 1 .97-2.44 (m, 6 H), 3.16 (s, 3 M , 
3 14 3 3^% S s%H , 3.34-3.46 (m, 2 H), 4.18 (brs, 1 H). 6.02 (d. J- 6.8 Hz 1 H), 7.34-7.43 (m. 2 H), 
7.45-7.52 (m,' 1 H), 7.85-7.97 (m. 1 H). 8.49-8.59 (m, 1 H), 9.95 (brs. 2 H). 12.42 (brs. 1H). 

Example 19 

WMc/s^[(4-Bromo-2-trlfluorome^ 
2,4-dlamlne dlhydiochlorlde 

Step A: Synthesis of [c/*4.(4^lmethylamlno-pyrlmldln-2-ylamlno).cyelohexylmethyl]-carbamic acid benzyl 
ester. 

rosiai A mixture of (2-chloro-pyrimidin-4-yl)-dimethyl-amine obtained in step B of example 1 7 (1 .50 g ,9.52 mmol) 

or f«r v> hr in a sealed tube The reaction mixture was poured into saturated aqueous NaHC0 3 . and the aqueous 
££Z exTacteSS CHC J(three times). The combined organte iayer was dried over MgSO, f ..bated oonojn- 
rated a^ Purified by medium-pressure liquid chromatography (NH-silica, 10% EtOAc in hexane to BOAc) to gh» 

SJcS^^ acid benzyi ester (816 m9, 22%) as p 

ESIMS 0 '! 406. M + Na+ ; IH NMR (300 MHz. CDCI3) 8 1 .22-1 .92 (m 9 V«Vj " IS ' H)' 

4.02-4.15(m,1 H).4.82-4.93(m,2H).5.10(s,2H).5.79(d, J- 6.1 Hz, 1 H), 7.28-7.42 (m, 5 H), 7.83 (d, J- 6.1 Hz,1 H). 

Step B: Synthesis of /^(c/s^amlnometeyl-cyclohexyl^ 

[0313] Using the procedure forthe step B of example 7, the title '<*»^^^ n ^- 2m 3 03(s 6 H) 
ESI MS m/e 250, M + H + ; 1H NMR (300 MHz, CDCy 8 1 .40-1 88 (rr , 9 H) Z87 ' 2 3 03 (S " H) ' 

4.11 (brs, 1 H), 5.63 (brs, 1 H), 5.78 (d. J= 6.2 Hz, 1 H). 7.08 (brs. 2 H). 7.82 (d. J= 6.2 Hz, 1 H). 

Step C: Synthesis of ^{cte^(4-bromo-2-trffluo ro methoxy4>en 
dlmethyl-pyrimldlne-2,4-dlamlnedlhydrochlorlde. 

[0314] Using the procedure for the step G of ex^ 

ESI MS m/e 502. M (free) ♦ H+; i H NMR (300 MHz. ^^^^^mVf^S^ ? H) 7 66 (d! 
3.24 (s, 3 H), 4.15-4.30 (m, 3 H). 6.00 (d, J= 7.6 Hz, 1 H), 7.43-7.47 (m I H). 7*3 (dd. J= 8.3, 1 .9 Hz. H), 7.6B (0. 
J= 7.5 HZ. I H), 8.20 (d, Jt= 8.4 Hz, 1 H), 8.53 (d, ± 7.5 Hz, 1 H), 10.07 (brs, 2 H). 

Example 20-672 

r03151 To a solution of poly(4-vinylpyridine) (75 vL) in CH 2 CI 2 (200 jiL) were added the amines (30 R mol) as shown 
Sow in ?H CM200 uL) and acid chloride (60 junol) in CH 2 CI 2 (200 \iL) at ambient temperature. After st,rnng at the 
-m! Loerature foM9 ^^hr the reaction mixture was filtrated and concentrated by a stream of dry N 2 . To the residue 
TSh drl cH C (7oCl and PSA (300 ^L). After the stirring at ambient temperature for 14 hr. the reaction 

product. The product was determined by ESI-MS or APCI-MS. 
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[0316] Whereintheaminesareselertedt™^ 

Led in step B of example 5, Wc*****™*^^ 
LpBof example?, A*(<^Binino^loh^ 

fn step B ot example 3, /^-(c/M-aminomethyl<yclohexyl)-^M-dimethyl-5,6J 8-tet^ 
l^oblLinin^ 

amine obtained in step B of example 1 8, or ^-(cfe^-aminomethy|H C yclohexyl)-W«,/^-dlmethyl-pynm.d,ne-2,4-d I amine 
obtained in step B of example 1 9. 

Example 673-1084 

[0317] Toasolutionof1^lohexyl-3-methylpo^^ 

amines (30 umol) as shown below In CH 2 CI 2 (200 pi) and carboxylto acid (60 umol) * 

tempelre^fter stirring at the same temperature for 20 hr, the reaction mixture was M-ated trough NH-sHica ge 
concentrated by a stream of dry N 2 , and purified by silica gel chromatography (s.lica ge 2% to 7% 2 M NH^eOH in 
CHCU) to dive the desired product. The product was determined by ESI-MS or APCI-MS. „ , . ^ 

S Whereintheamines 

taTned in step B of example 5, ^-(c^4-aminome m yl^clohexyl>M.W»-dimethyl-qulnoline-2,4-d.am.ne obtained h 
stploSple"*^^ 

fn step B of example 13. *< cf9^-aminomethyl<yclohexyl)-A/*,/V*-dimethyl-5,6,7,8-tet^ 

line obtained in intermediate of step Bof example 15, /*-[c^4-amino-cyclohexyl)-/v« 

llneobte^ 

obtained in step B of example 1 9. 

Example 1085-1446 
-method A- 

[0319] To a solution of the amines (36 umol) as shown below in MeOH (200 ul) were added aro 7 tic H a,d t e t ^ d ^0 
Lon in MeOH (200 aL) and AcOH (90 umol) at ambient temperature. The reaction mixture was stirred at the same 
tCpeSture forfhr. To the mixture was added NaBH 3 CN (120 umol) in MeOH (200 ^L). After stirnng a J. same 
temperature for 20 hr, the reaction mixture was concentrated by a stream of dry N 2 . The residue was partition ated 
b 2eeTcHCUand2M aqueous sodium hydroxide. The aqueous layer was ertmrted with CHCMSOO^L) and EtOAc 
?3<£ 1) ™ e combined organic layers were dried over MgS0 4 , concentrated by a stream of dry N 2 and punfled by 
So. gel chJomatography (silica gel, 2% to 7% 2 M NH^MeOH in CHCI3) to give the desired product. The product was 
determined by ESI-MS or APCI-MS. 

•method B- 

[0320] To a solution of the amines (36 umol) as shown below in MeOH (200 uL) were added aliphatic aldehyde > (30 
" MeOH (200 uL), AcOH (90 umol), and NaBH 3 CN (1 20 umol) in MeOH (200 pL) at a^tenttempe^turB^ 
spring at the same temperature for 20 hr, the reaction mixture was concentrated by a stream of dry N 2 . Th .residue 
was partitionated between CHCI 3 and 2 M aqueous sodium hydroxide. The aqueous layer was extracted w,th CHC^ 
(500 uL) and EtOAc (300 uL). The combined organic layers were dried over MgS0 4 . concentrated by a stream of dry 
N 2 and puld by silica gel chromatography (silica gel, 2% to 7% 2 MNH^MeOH in CHCI3) to give the des,ed product. 

tained in step B of example 5, /^-( C /s^-a m inomemyl^clohexyl)-^,^-dimethyl-quinoline-2,4-dam.ne obtained in 

in step B of example i3,A^c^4-aminomethyl^clohexyl)-A*WMme^ 
I nTobtained in inteLediate of step B of example 15, ^-(^amino^c.^^ 

amine obtained in step B of example 1 8. or ^-(c^4-aminomethyl-cyclohexyl)-A*, W»-d.methyl-pynm.d.ne-2,4-d.am.ne 
obtained in step B of example 19. 

Example 1457-1462,1478-1480,1491-1497, and 1510-1512 

[0322] To a solution of the amide product in THF (200 ul) was added 1 M borane-THF complex in THF (300 pi 300 
umol) The mixture was stirred at 80 °C for 1 hr, and concentrated by a stream of dry N 2 . To the residue were added 
1M aqueous HCI (300 ul) and THF (200 ul). The mixture was stirred at 80 »C for 1 hr and concentrated by a stream 
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of dry No To the residue was partitionated between CHCI3 and 2 M aqueous sodium hydroxide. 
washed w«n CHC 3 (30oV and EtOAc (300 pL). The combined ^^^^Z^XSh 
concentrated by a stream of dry N 2 . and the purified by silica ge ^^W^*™*™ 2 "^* 0 " 
in CHCI3) to give the desired product. The product was determined by ESI-MS or APCI-MS. 

Example 1447-1456, 1463-1477, 1481-1490, 1498-1509, and 1513-1538 

r03231 To a suspension of Dess-Martin periodinane (63 pmol) in CH 2 Cfe (200 pi.) was added alcohol (35 pmol) in 
Ef2 m ZS temperature, and the reaction mixture was stirred at the same temperature for 1 8 hr To 
SS^J^^nSS^ 36 pmol) as shown below in MeOH (200 pL) and AcOH (90 pL). The mixture 

£m ESSEST? hr. the reaction mixture was concentrated by a stream of dry * Thtntfte was 
IrtSLZd Seen CHCU and 2 M aqueous sodium hydroxide. The aqueous layer was extracted with CHCU. (500 
^ISnE^^nJovnto layers were dried over MgS0 4 , concentrated by a stream of dry N,. 
S %E£S£ Seriography (siiica gel, 2% to 7% 2 M NH^MeOH in CHC W to give the desired product. 

S3 in^ B of example 5. ^(cis-4-am.nometh^^ 

obtained in step B of example 19. 
Example 1539-1658 

F03251 To a solution of poly(4-vinylpyridine) (75 pL) in CH 2 CI 2 (200 pL) were added the amines (30 
K m CH CU f200 uL I and chloroformate (60 pmol) in CH 2 CU. (200 pL) at ambient temperature. After st.rnng a the 
£2fi£taM 7 ' h »e reason mbctom was filtrated and concentrated by a stream of dry N 2 . To the residue 
ZTZE I S I CI Vol Kd^ pL) Afterthe stirring at ambient temperature for 19 hr. the reaction mixture 
IZ^ ^Z^^clo^o^ (NH-siiica gel, 20% EtOAc in hexane to EtOAc , on* an I sHto; 
geTS tc > 7% 2 M NH^eOH in CHCU) to give the desired product. The product was determined by ESI-MS or 

?AoSL\ MS uih 0 r 0i „ th« amines are selected from ^-(£^4-amino-cyclohexyl-/V».W*-dimethyl-quinoline-2.4-diamine ob- 
£3 in steo B ex^ple 5 ^ ""f^ 

obtained in step B of example 19. 
Example 1659-2496 

[03271 Toasolutionofamines(30pmol)asshownbelowinDMSO^ 

Son in DMSO (200 uL) at ambient temperature. The mixture was stirred at the same temperature for 22 hr To 
he Son mSuS wereadded2M MeNH 2 in THF (30 pL. 60 pmol) or D-guteamine (60 pmol] , in DM80 (200 pL) at 

_l""" tratoHhu . stream of drv N , and purified by silica gel chromatography (silica gel, 2% to 10% 2 M NHyMeOn 
^HC^ 33% to 50% EtOAc in hexane) to gh,e the desired product. The 

S J£T«~S* 5. /*-(c*4-aminomemy^ 
s^Bo^a^le^ 

tohto^Vn^temediflte of steo Bof example 15. ^-(cfc-4-amino-cyclohexyt)-AA».Ar4-dimethyl-pyrim.dine-2.4-di- 

rr 0 b^ 

obtained in step B of example 19. 
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EX. No. 


compound name 


MS 


class 


20 


N-(cis-4^[4-(dimetnylamino)quinolin-2-yljamino)cycionexyi; 
3-methoxybenzamide 


419 (M + H) 


2 


21 


3^fomo-N-(cis-4-{[4-(dimetnyiamino)^^ 
cyclohexyl)benzamide 


467 (M + H) 


1 


22 


4-bromo-N-(cls-4-{[4-(dimethylamino)quinonn-^-yijamino) 
cyclohexyl)benzamide 


467 (M + H) 


2 


23 


N-(cis-44[4-(dimethylamlno)quinolin-2-yl]amino}cyclohexyl)- 
2,1 ^-benzoxadiazole-S-carboxamide 


431 (M + H) 


1 


24 


3-chloro-N-(cis-4-{[4-(dimethylamino)quinoljn-2-yl]amino} 
cyclohexyl)benzamide 


423 fM + H) 

*tbW ^Iwl Til/ 


1 


25 


4-chloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)benzamide 


423 fM + H) 

tfcW ^iwl Til/ 


1 


26 


(2E)-N-(cls-4-{t4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
3-phenylacrylamlde 


415 fM + 

*T 1 O ^IVl Til/ 


3 


27 


4-chloro-N-(cis-4-{[4-(dlmethylamlno)quinolin-2-yl]amino} 
cycIohexyl)-3-nitrobenzamide 


HOC \W Til/ 


1 


28 


2-(4-chlorophenyl)-N-(cls-4-{[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)acetamide 


AQ7 (KA + m 

*Wf \lwl Til/ 


3 


29 


3-cyano-N-(cis-4-{[4-(dimethylamino)quinorm-2-yl]amino} 
cyclohexy!)benzamide 


H I *r ^IVI ■ iff 


2 


30 


3,5-dichloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexy!)benzamide 


457 fM + 

*TWf \IVI Til/ 


2 


31 


3,4-dichloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)benzamide 


457 fM + hh 
HOf ^ivi t n/ 


1 


32 


N-(cis-4H[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2,2-dlphenylacetamlde 


! 479 /M + m 

*t/ O ^IVI Til/ 


2 


33 


N-(cis^[4-(dimethylamino)quta^^ 
3,4-difluorobenzamide 


425 f M + H\ 

^IVI Til/ 


1 


34 


N-(cis-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
3,5-dffluorobenzamide 


495 fM 4- hh 
Hto ^ivi t n/ 


2 


35 


2-(2,5-dimethoxyphenyO-N-(cis^[4-(dimethylamino)quinolin- 
2-yI]amino}cyclohexyl)acetamide 


453 fM + H) 

*tUO ^IVI Til/ 


3 


36 


N-(cis-4^[4-(dimethylamino)qumo!ln-2-yl]amino}cyclonexyi)- 
2-(ethylthio)nicotinamide 


450 fM + 

"WW ^IVl Til/ 


3 


37 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
4-fluorobenzamlde 


407 f M 4- hN 

Hwi ^ 1 VI Til/ 


1 


38 


N-(cis-4^4-(dimethylamino)quinolln-2-yl]amino}cyclohexyl)- 
3-fluoro-5-(trif!uoromethyl)benzamide 


475 fM + H} 

*+/ V ^IVI Til/ 


2 


39 


2,4-dichloro-N-(cjs-4-{[4-(dimethylamino)quinolin-2-y0amino} 
cyclohexyl)-5-fluorobenzamide 


475 fM 4- 

*TI «J ^IVI Til/ 


3 


4fl 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
hexanamide 


383 (M + H) 


3 


41 


N-(cis-4^4-(dimethylamino)quinolin-2-yl]amino}c^clohexyl)- 
4-iodobenzamide 


515 (M + H) 


3 
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Ex. No. 



42 



43 
~44~ 

45 
~46~ 

7T 



49 



50 



51 
~52 



53 
~54~ 
IT 

"i7 



58 



59 



60 
"IT 

63 



compound name 



N-(cis^t4-(dimethylamino)quinolin-2-yI]amino}cyclohexyl)- 
2-(methylthio)nicotinamide 



N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)« 
4-methyl-3-nitrobenzamlde 

N-(cis^[4-(dlmethy!amino)quinolin-2-yl)amino}cyclohexyl)- 
3-nitrobenzamide 

N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 

2-phenylacetamide 
(2R)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2-phenyteyclopropaneca rboxamide 
N-(cis^[4-(dimemylamino)quinolin-2-yl]amino}cyclohexyl) 
1 ,3-benzodioxole-S-carboxamide 

N-(cis-4^4-(dimethylamino)qui^ 
2-phenoxybutanamide 



N-(ci8^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2-phenoxypropanamide 



N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
3-methylbenzamide 



N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 

4-methylbenzamide 
N-(cis^4[4-(dimethylamino)quinolin-2-yl]arnino}cyclohexyl) 
thlophene-2-carboxamide 



N-(cis^[4-(dimethylamino)quinolin-2-ynamino}cyclohexyl)- 

2- (2-thienyl)acetamide 

N-(cis-4^4-(dimethylamino)quinolin-2-yl]amino}cyd^ 

3- (trffluorometh oxy)benzamide 
benzyl (cis-4M[4-(dimethylamino)quinolin-2-yl]amino}cycto 
carbamate 

4- nitrobenzyl(cis-4^4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)carbamate 

4.bromo-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyQ-3-methylbenzamide 



N-(cis^^[4-(dimethyla^1^no)quinolin-2-yl]amino}cyclohexyl)- 
3-iodobenzamide 



3-chloro-N-(cis-4-{[4-(dimethylamino)quinolln-2-yl]amino} 
cyclohexyl)-2-fluorobenzamide 



N-(cis^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl)- 
2,3-difluoro-4-methylbenzamide 
2-chloro-N-(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyc!ohexyl)-4-fluorobenzamide 
3^hloro-N-(cls-4-{[4-(dimethylamino)quinolin-2-yl]am^ 
cyclohexyl)-2A difluorobenzamide 
N-(cis-4^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl)- 
2-(phenylthio)acetamide 



MS 



436 (M + H) 



448 (M + H) 
434 (M + H) 
403 (M + H) 
429 (M + H) 
433 (M + H) 
447 (M + H) 



433 (M + H) 



403 (M + H) 



403 (M + H) 
(M + H) 



409 (M + H) 
473 (M + H) 
419 (M + H) 
464 (M + H) 
481 (M + H) 



515 (M + H) 



441 (M + H) 



439 (M + H) 
441 (M + H) 
459 (M + H) 
435 (M + H) 
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(continued) 



Ex. No. 


compound name 


MS 


class 


64 


N-(cis^[4-(dimethylamlno)quinolin-2-yl]amino}cyclohexyl)- 
2-fluoro-3-(trifluoromethyl)bonzamide 


475 (M + H) 


3 


65 


N-(cis^({[4-(dimethylamino)quinolin-2-yl]amino}cyciohexyl)- 
2-fluoro-5-(trifluoromethyl)benzamlde 


475(M + H) 


3 


66 


N-(cis^[4-(dimethylamlno)qulnolin-2-y0amino}cyciohexyl)- 
2-phenylbutanamide 


431 (M + H) 


3 


67 


N-(cis^[4-(dimethylamino)quinolin-2-yqamlno}cyclohexyl)- 
2-(3-methoxyphenyl)acetamide 


433(M + H) 


3 


68 


N-(cis^[4-(dimethylamlno)quinolin-2-yl]amino}cyclohexyl)- 
2-(4-fluorophenyi)acetamide 


421 (M + H) 


3 


69 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2-(4-methoxyphenyl)acetamide 


433 (M + H) 


3 


70 


N-(cis^[4-(dimethylamino)quinolin-2-y0amin}cyclohexyl)- 
5-methyl-2-(tiifluoromethyl)-3-furamide 


461 (M + H 


3 


71 


N-(cis^[4-(dimethylamlno)quinolin-2-yl]amino}cyclohexyl)- 
2,5-dimethyl-3-furamide 


407 (M + H) 


1 


72 


N-(cls^[4-(dimethylamino)qulnolin-2-yl]amlno}cyc!ohexyl)- 
2-ethoxybenzamide 


433 (M + H) 


3 


73 


3^hloro-N-(cis-4-{[4-(dimethylarnino)quinolin-2-yi]amino} 
cyclohexyl)-4-fluorobenzamide 


441 (M + H) 


1 


74 


N-(cis-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
3-fluoro-4-methylbenzamide 


421 (M + H) 


2 


75 


2^lopentyl-N-(cis^^[4-(dimethylamino)quinolin-2-yQamino] 
cyclohexyl)acetamide 


! 395 (M + H) 


3 


76 


N-(cis^[4-(dimethylamino)qulnolin-2-yl]amino}cyclohexylV 
3,5-dimethoxybenzamide 


449 (M + H) 


1 i 


77 


4K^ano-N-(cls^-{[4-(dimethylaniino)quinolin-2-yl]arnino} 
cyctohexyl)benzamide 


414 (M + H) 


3 


78 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
3,5-bis(trlfluoromethyl)benzamide 


525 (M + H) 


2 


79 


(2E)-N-(cls^-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
3-(4-nitrophenyl)acrylamide 


460 (M + H) 


3 


80 


2-(2-bromophenyl)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)acetamide 


481 M + H) 


3 


81 


N-(cis-4^4-(dimethylamlno)quinolin-2-yl]amino}cyclohexyl)- 
4-fluoro-3-methylbenzamlde 


421 (M + H) 


1 


82 


2-[(difluoromethy0mio]-N-(cls^-{[4-(dimethylamino)quinolin-2^ 
amjno}cyclohexyl)benzamide 


471 (M + H) 


3 


83 


2,5<iichloro-N-(cis^-{[4-(dimethylaiTiino)qujnolin-2-yl]amlno} 
cyclohexyl)thiophene-3-carboxamide 


463 (M + H) 


2 


84 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amjno}cyclohexyl)- 
2-(propylthio)nicotinamlde 


464 (M + H) 


3 


85 


1 -benzyl-3-tert-butyl-N-(cis-4-[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)-1H-pyrazole-5-carboxamide 


525 (M + H) 


3 
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(continued) 





Ex. No. 


compound name 


MS 


class 


5 


86 


3-tert4)utyl-N-(cl8-4-{[4-(dimethylamino)quinolin-2-yl]amlno} 
cyclohexyl)-1 -methyl-1 H-pyrazole-5-carboxamide 


449 (M + H) 


3 




87 


(2E)-N-(cl8-4-fl4-(dimethylamino)quinolin-2-yllamino}cyclohe)(yl)- 
2-methyl-3-phenylacrylamlde 


429 (M + H) 


3 


10 


88 


5-bromo-N-(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)nlcotinamide 


468 (M + H) 


3 




89 


N-(cis-4-[4-(dimethylamino)quinolin-2-yqamino}cyclohexyl)- 
2-(1 -naphthyl)acetamide 


453 (M + H) 


3 


15 


90 


1-tert^utyl-N-(cis^-{[4-(dimethyl€mriino)quinolin-2-yl]aiTiino} 
cyclohexyl)-5Tmethyl-1H-pyrazole-3K:arboxamide 


449 (M + H) 


3 




91 


N-(cis^[4-(dimemylamino)quinolin-2-yl]amino}cyclohexyl)- 
1 -benzothiophene-3-carboxamide 


445 (M + H) 


3 


20 


92 


2-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl) 
amino]-2-oxo-1 -phenylethyl acetate j 


461 (M + H) 


3 




93 


N-(ci6^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
benzamlde 


389 (M + H) 


3 


25 


94 


N-(cis-44[4-(dlmethylamino)qulnolin-2-yl]amino}cyclohexyl)- 
1 -benzothiophene-2-carboxamlde 


445 (M + H) 


3 




95 


2-(benzyloxy)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)acetamide j 


433 (M + H) 


3 


Sfu 


96 


2-(4^hlorophenoxy)-N-(cis-4^[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)acetamide 


453 (M + H) 


1 




97 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
cyclohexanecarboxamide 


395 (M + H) 


3 


35 


98 


3-(2-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl] 
amlno}cyclohexyl)-5-methylisoxazole-4-carboxamlde 


504 (M + H) 


1 




99 


1-(4-chlorophenyl)-N-(cis-4.{[4-(dimethylamino)quinolin-2-yl) 
amino}cyclohexyl)cyclopentanecarboxamid8 


491 (M + H) 


2 




100 


3-(2-chloro-6-f!uorophenyl)-N-(cjs-4-{[4-(dimethylamino)quinolin- 
2-yl]amino}cyclohexyl)-5-methylisoxazole-4-carboxamide 


522 (M + H) 


1 


40 


101 


3<hloro-N-(cis^-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)-4-(lsopropylsulfonyl)thiophene-2-carboxamide 


535 (M + H) 


3 




102 


2^hloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)-4-nitrobenzamide 


468 (M + H) 


3 


45 


103 


N (c/s1 -4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
1 ,3-dimethyM H-pyrazo!e-5-carboxamide 


407 (M + H) 


3 




104 


N-(cis^H[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
3,4-dimethoxybenzamlde 


449 (M + H) 


3 


50 


105 


N-(cis^[4-(dimemylamino)quinolin-2-y!]amlnolcyclohexyl)- 
3-fluorobenzamide 


407 (M + H) 


2 




106 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
4-fluoro-3-(trifluoromethyl)benzamide 


475 (M + H) 


1 


55 


107 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
S-methyl^-phenyl^H-I^.S-triazole^-carboxamide 


470 (M + H) 


2 
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Ex. No. 


compound name 


MS 


class 


108 


N-(cis-4^t4-(dime%lamino)qulnolin-2-y0amino}cyclohexyl)- 
2-(4-methoxyphenoxy)-5-nltrobenzamide 


556 (M + H) 


1 


109 


N-(cis-44[4-(dimethylamino)quinolin-2-yl]amlnQ}cyclohexyl)- 
1-naphthamide 


439 (M + H) 


3 


110 


N-(cis^[4-(dlmethylamino)quinolin-2-yQamlno}cyclonexyl)- 
2-naphth amide 


439 (M+H) 


3 


111 


N-(cis^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl)- 
5-nitro-2-furamide 


424 (M + H) 


1 


112 


N-(cis^[4-(dimethylamino)quinolin-2-yQamino}cyclohexyl)- 
2-phenoxyacetamide 


41 9 (M+H) 


1 


113 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2-(2-nitrophenoxy)acetamide 


464 (M + H) 


3 


114 


N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
quinoxaline-2-cartooxamide 


441 (M+H) 


2 


115 


N-(ci8-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
3,4,5-trimethoxybenzamide 


479 (M + H) 


3 


116 


N-(cis-4^[4-(d^methylamino)quinolin-2-yl]amlno}cyclohexyl)- 
3-(trifluoromethyl)benzamide 


457 (M + H) 


3 


117 


N-(cis^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl)- 
4-(trifluoromethyl)benzamide 


457 (M + H) 


3 


118 


N-(cis-4-[{4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2-(trifluoromethoxy)benzamide 


473 (M + H) 


3 


119 


4,5-dimethoxy-2-nitrobenzyl (cis^[4-(dimethy!amino)quinolin- 
2-yl]amino}cyclohexyl)carbamate 


524 (M + H) 


3 


120 


N-(cis-4^[4-(dimethylamino)quinolin-2-yi]amino}cyclohexyl)- 
4-phenoxybutanamide 


447 (M + H) 


3 


121 


2-bromo-N-(cis-4-{[4-(dimethylaniino)quinolin-2-yl]amino} 
cyclohexy l)-5-methoxybenzam ide 


497 (M + H) 


3 


122 


N-(cis^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl)- 
2-(pentafluorophenoxy)acetamide 


509 (M + H) 


3 


123 


2-(3 > 4-dimethoxyphenyl)-N-(ds^-{[4-(dimethylamino)quinolin- 
2-yl]amino}cyclohexyl)acetamide 


463 (M + H) 


3 


124 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2,3,4-trifluorobenzamide 


443 (M + H) 


3 


125 


N-(cls-4^[4-(dimethylamino)quinolin-2-yi]amino}cyclohexyl) 
cy clopenta necarboxam ide 


381 (M + H) 


3 


126 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2,4-difluorobenzamlde 


425 (M+ H) 


3 


127 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amIno}cyclohexyl)- 
3-phenylpropanam ide 


417 (M + H) 


3 


128 


N-(cis-4^4-(dimethylamino)qulnolin-2-yl]amino}cyclohexyl)- 
2,3,4,5-tetrafluorobenzamide 


461 (M + H) 


3 


129 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2-ethoxy-1 -naphthamide 


483 (M + H) 


3 
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Ex. No. 


compound name 


MS 


dass 


5 


130 


N-(ci3^^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl)- 
2,3 l 4 l 5,6-pentaftuorobenzarnide 


479 (M + H) 


3 




131 


N-(ci8-4^[4-(dimethylamino)quinoljn-2-yl]amino}cyclohexyl)- 
4-[(trlfluoromethyl)thlo]benzamide 


489 (M + H) 


3 


10 


132 


3 ( 4,5-trlchloro-N-(cis-4-{[4-(dlmethylamino)quinolin-2-yl]amino} 
cyclohexyl)thiophene-2-carboxamide 


497 (M + H) 


3 




133 


2-(3-chlorophenoxy)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl] 
amino)cyclohexyl)ac8tamide 


453 (M + H) 


1 


15 


134 


3.(2 l 6-dtehlorophenyl)-N-(cls^[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)-5-methyllsoxazole-4-carboxarriide 


538 (M + H) 


1 




135 


N-(cis^[4-(dim8thylamino)quinolin-2-yl]amino}cyclohexyl)- 
2-phenoxynicotinamide 


482 (M + H) 


1 


20 


136 


N-(cis-44[4-(dimethylamino)quinolin-2-yIlamino}cyclohexyl)- 
2-(phenylthio)nicotinamide 


498 (M + H) 


3 




137 


N-(cls^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2-(4-methylphenoxy)nicotlnamide 


496 (M + H) 


1 


25 


138 


N-(cis^[4-(dimethylamino)quinolln-2-yl]arnino}cyclohexyl)- 
4-[(dipropylamino)sulfonyl]benzamide 


552 (M +H) 


3 




139 


2-(4-chlorophenoxy)-N-(cis^K[4.(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)-2-methylpropanannide 


481 (M + H) 


3 




140 


5-(4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)-2-(trlfluoromethyl)-3-furamide 


557 (M + H) 


3 




141 


2-(2,3-dihydro-1-benzofuran-5-yl)-N-(cis-4-{[4-(dimethylamino) 
quinolin-2-yl]aminoJcyclohGxyl)-1 t 3-thiazole^arboxamide 


514 (M + H) 


3 


35 


142 


3-tert^utyl-1-(2,4-dichlorobenzyl)-N-(cis-44[4-(dimothylamino} 
quinolin-2-yl]amino)cyclohexyl)-1H-pyrazole-5-carboxamlde 


593 (M + H) 


3 




143 


6^hloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)-2H-chromene-3-carboxamide 


477 (M + H) 


3 




144 


3-chloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)-4-(trifluoromethoxy)benzamide 


507 (M + H) 


3 


40 


145 


N-(cis-44[4-(dimethy!amino)quinoiin-2-ynamino}cyclohexyl)- 
2-[(4-methyl-2-oxo-2H-chromen-8-yl)oxy]acetamide 


501 (M + H) 


3 




146 


N-(cis^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl)- 
2-(2-thienyl)-1,3-thiazole-4-carboxamide 


478 (M + H) 


1 


45 


147 


N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-3-methoxybenzamide 


433 (M + H) 


3 




148 


3-bromo-N^(cis^[4-(dimethylamlno)quinolin-2-yl]amino} 
cyclohexyl)methyi]benzamide 


481 (M + H) 


3 


50 


149 


4-bromo-N-[(cls-4^4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


481 (M + H) 


3 




150 


N4(cis-4-({[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyi]-2,1,3-benzoxadiazole-5-carboxamide 


A A ^ /II 1 IV 

445 (M + H) 


J 


55 


151 


3^hloro-N^(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


437 (M + H) 


3 | 
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Ex. No. 



152 

TiT 

154 
155 
156 
157 
158 



159 



160 
~162 



163 



164 



165 
166 
167 



168 



169 
170 



172 
~173 



4-chloro-N-[(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)methyl]benzamide 
(2E)-N-[(ci8^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyO-3-phenylacrylamldo 

4<hloro-N-[(cls-4-{[4-(dimethylamlno)quinolin-2-yl]amino} 
cyclohexyl)methyl] -3-nitrobenzamide 
2-(4-chlorophenyl)-N-[(cis^[4-(dimethylamino)quinolin-2-yl] 
amino}cyclo hexyl)methyl1acetafnide 
3Hvano-N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)m ethyl]benzamide 

3,5.dichloro-N-[(cls-4M[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)m ethyl]benzamide 

3 r 4-dich!oro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl)amino} 
cyclohexyl)methyl]benzamldo 



compound name 



N-[(cis-4-{[4.(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-2 ,2-diphenylacetamlde 



N-[(cis-4-{[4-(dlmethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-3,4<lifluorobenzamide 

N4(cis-4^[4-(dimethylamino)qujnolin-2-yl]amino}cyclohexyl) 
methyll-S.S- difluorobenzamlde 
2-(2,5-dimethoxyphenyl)-N-[(cis-4H[4-(dimethylamino)quinolin- 
2-yllamino}cyclohexyl)methyl]acetamide 



N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-2-(ethylthio)nicotinamide 



N-[(cis^[4-(dimethylamlno)quinolin-2-yi]amino}cyclohexyl) 
methyl]-4-fluorobenzamide 



N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-3-fluoro- 5-(trifluoromethyQbenzamide 
2,4-dichloro-N-t(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl) methyl]'5-fluorobenzannide 
N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]hexanamide 



MS 



class 



N-[(cis-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl)-4-iodobenzamide _____ 



N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyQ-2-(m8th ylthio)nicotlnamide 
N4(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyctohexyl) 
methyl]-4-meth yl-3-nitrobenzamlde 

N-[(cls^[4-(dimethylamino^ 
methyl]-3-nltrobenzamide 



N-[(cis-44[4-(dimethylamm^ 
methyO-2-phenylacetamide 

(2R)-N-[(ds-4^[4-(dimethylam^^ 
methyQ-2-phenylcyclopropanecarboxamide 



437 (M + H) 
429 (M + H) 
482 (M + H) 
451 (M + H) 
428 (M + H) 
471 (M + H) 
471 (M + H) 



493 (M + H) 



439 (M + H) 
439 (M + H) 
477 (M + H) 



464 (M + H) 



421 (M + H) 



489 (M + H) 
489 (M + H) 
397 (M + H) 



529 (M + H) 



450 (M + H) 
462 (M + H) 
448 (M + H) 



417 (M + H) 
443 (M + H) 



3 
3 
3 
3 
3 
3 
3 



3 

T 
3 



3 

T 



3 
3 
3 



3 
3 



3 
3 



3 

T 
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Ex. No. 


compound name 


MS 


class 


5 


174 


N4(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-1,3-benzodioxole-5-carboxamide 


447 (M + H) 


3 




175 


N4(cis^[4-(dim8thylamino)quinolin-2-yl]amino}cyclohexyl) 
methyQ-2-phenoxybutanamide 


461 (M + H) 


3 


10 


176 


N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyQ-2-phenoxypropanamide 


447 (M + H) ~ 


3 




177 


N-[(cis^-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-3-methylbenzamide 


417 (M + H) 


3 


15 


178 


N-[(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl)-4-methyl]benzamide 


417 (M + H) 


3 




179 


N4(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]thiophene-2-carboxamide 


409 (M + H) 


3 


20 


180 


N-[(cis-4-{[4-(dimethylam^ 
methyl]-2-(2-thienyl)acetamide 


423 (M + H) 


3 




181 


N-[(ci8-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl)-3-(trifluoromethoxy)benzamide 


487 (M + H) 


3 ! 


25 


182 


[4-(4-Dimethylamino-qulnolin-2-ylamino)-cyclohexylmethyl]- 
carbamic acid benzyl ester 


433 (M + H) 


3 




183 


[4-(4-Dimethylamino-quinolin-2-ylamino)-cyclohexylmethyl]- 
carbamic acid 4-nitro-benzyl ester 


478 (M + H) 


3 


30 


184 


4-bromo-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexylmethyl]-3-methyQbenzamide 


495 (M + H) 


3 




185 


N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-3-iodobenzamide 


529 (M + H) 


3 


OK 


186 


3K:hloro-N^(cls-4-{[4-(dimethylamino)quinoiin-2-yl]amino} 
cyclohexyl)methyG-2-fluorobenzamlde 


455 (M + H) 


3 




187 


N-[(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-2,3-difluoro-4-methylbenzamide 


453 (M + H) 


3 




188 


2-chloro-N-t(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)methyQ-4-fluorobenzamide 


455 (M + H) ~ 


3 


40 


189 


3-chloro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]ammo} 
cyclohexyl)methyl]-2,4-difluorobenzamide 


473 (M + H) 


3 




190 


N4(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-2-(phenylthio)acetamide 


449 (M + H) 


3 


45 


191 


N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-2-fluoro-3-(trifluoromethyl)benzamide 


489 (M + H) 


3 




192 


N-[(cis^[4-(dimethylamino^ 
methyl]-2-fluoro-5-(trifluoromethyl)benzamide 


489 (M + H) 


3 


50 


193 


N4(cls-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyll-2-phenylbutanamide 


445 (M + H) 


3 




194 


N-[(cis-44[4-(dimethylamino)quinolin-2-yl]amlno}cyclohexyl) 
methy0-2-(3-methoxyphenyl)acetamide 


AA7 (KA + H\ 

*+*+/ ^IVI Til/ 


3 


55 


195 


N-[(cis4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-2-(4-fluorophenyl)acetamide 


435 (M + H) 


3 
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compound name 


MS 


class 


196 


N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amjno}cyclohexyl) 
methyl]-2-(4-methoxyphenyl)acetamide 


447 (M + H) 


3 


197 


N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-5-methyl-2-(trtfluoromethyl)-3-furarnide 


475 (M + H) 


3 


198 


N-[(c^s-4^[4-(dimethylamlno)quinolin-2-yl]amino}cyclohexyl) 
methy0-2,5-dimethyl-3-furamide 


421 (M + H) 


3 


199 


N-[(cis-4^4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-2-ethoxybenzamide 


447 (M + H) 


3 


200 


3-chloro-N-[(cls-4-{[4-(dimethylamino)quinoljn-2-yl]amino} 
cyclohexyl)methyl]-4-fluorobenzamlde 


455 (M + H) 


3 


201 


N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-3-fluoro-4-methylbenzamide 


435 (M + H) 


3 


202 


2^lopentyl-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyc!ohexyl)methy(]acetamide 


409 (M + H) 


3 


203 


N-[(cis-4^[4-(dimethylamino)qulnolin-2-yl]amino}cyclohexyl) 
methyl]-3,5-dimethoxybenzamide 


463 (M + H) 


3 


204 


4-cyano-N-5[(cis^[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


428 (M + H) 


3 


205 


N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-3,5-bis(trrfluoromethyl)benzamide 


539 (M + H) 


3 


206 


(2E)-N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-3-(4-nitrophenyl)acrylamide 


474 (M + H) 


2 


207 


2-(2-bromophenyl)-N-[(cis-4-{[4-(dimethylamlno)quinolin-2-ylJ 
amino}cyclohexyl)methyl]acetamide 


495 (M + H) 


3 


208 


N-[(cis-44[4-(dimethylamino)quino!in-2-yl]amlno}cyclohexyl) 
methyl]-4-fIuoro-3-methylbenzamide 


435 (M + H) 


3 


209 


2-[(dlfluoromethyl)thio]-N^(cls^[4-(djmethylamino)quinolin-2-yn 
amlno}cyclohexyl)methyl]benzamide 


485 (M + H) 


3 


210 


2 > 5-djchloro-N-[(cis-4-{[4-(dimethylamlno)quinolin-2-yl]amino} 
cyclohexyl)methyl]thiophene-3-carboxamide 


477 (M + H) 


3 


211 


N-[(cis^-{[4-(djmethylamino)qujnolin-2-yl]amino}cyclohexyl) 
methyl]-2-(propylthio)nicotinamide 


478 (M + H) 


3 


212 


1-benzyI-3-tert^utyl■N-[(cjs-4^[4-(dimethyla^lino)qu^nolin-2-yl] 
amino}cyclohexyl)methyl]-1H-pyrazole-5-carboxamide 


539 (M + H) 


3 


213 


3-tel1^utyl-N-[(cis-4^[4-(dimethylarT^ino)quinolin-2-yl]amjno} 
cyclohexyl)methyl]-1 -methyl-1 H-pyrazole-5-carboxamide 


463 (M + H) 


3 


214 


(2E)-N-[(cis^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-2-methyl-3-phenylacrylamide 


443 (M + H) 


3 


215 


5-bromo-N-[(cis-4-{[4-(dimethylamino)quinolln-2-yl]amino} 
cyclohexyl)methyl]nicotinamlde 


482 (M + H) 


3 


216 


N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyciohexyl) 
methyl]-2-(1 -naphthyl)acetamide 


467 (M + H) 


3 


217 


1-tel1-butyl-N-[(cis-4^[4-(dimethy^anr^ino)quinolin-2-yl]am^no} 
cyclohexyl)methyl]-5-methyl-1H-pyrazole-3-carboxamide 


463 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


218 


N-[(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-1-benzothiophene-3-carboxamlde 


459 (M + H) 


3 


219 


N-[(cis^[4-(dimGthylamino)quinolin-2-yl]amino}cyclohexyl) 
methyf]biphenyl-4-carboxamide 


479 (M + H) 


3 


220 


2-bromo-N-[(cls^[4-(dimethylaminQ)quinoHn-2-yl]amino} 
cyclohexyl)methyl]benzamide 


481 (M + H) 


3 


221 


2 > 6^ichloro-N-[(cis^-{[4-(dlmethylarnino)quinolin-2-yl]amino} 
cyelohexyl)methyQbenzamide 


471 (M + H) 


2 i 


222 


N-[(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-2-iodobenzamide 


529 (M + H) 


3 


223 


N-t(cis^[4-(dlmethylarnjno)quinolin-2-y0amino}cyclohexyl) 
methyl]-2-methylbenzamide 


417 (M + H) 


3 


224 


2,3-dichloro-N^(cis-4-{[4-(dimethylamjno)quinolin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


471 (M + H) 


3 


225 


2-chloro-N-[(cls-4-{[4-(dimethylanriino)quinolin-2-yl]amino} 
cyclohexyl)methyl]-5-fIuorobenzamide 


455 (M + H) 


3 


226 


N-[(cls^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-9-oxo-9H-fluorene-4-carboxamide 


505 (M + H) 


3 


227 


N-[(cls^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-2,3,6-trifluorobenzamide 


457 (M + H) 


3 


228 


N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-2,3-dif!uorobenzamide 


439 (M + H) 


3 


229 


N-[(cis^[4-(dimethylamino)qujnolin-2-yl]amino}cyclohexyl) 
methyl]-2,6-difluorobenzamide 


439 (M + H) 


3 


230 


N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
methyl]-2-fluoro-6-(trifliioromethyl)benzamide 


489 (M + H) 


3 


231 


N-[(cis^[4-(dimethylamjno)quinolin-2-yl]amino}cyclohexyl) 
methyl]-2,4,6-trimethylbenzamide 


445 (M + H) 


1 


232 


2-chloro-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)methyl]-6-fluorobenzamide 


455 (M + H) 


3 


233 


2 > 4,6-trichloro-N^(cis-4-{[4-(dimethylamino)quinolin-2-yl]amjno} 
cyclohexyl)methyl]benzamide 


505 (M + H) 


1 


234 


(2E)-3-(2-chlorophenyl)-N-[(cis-4-{[4-(dimethylamino)quinolin- 
2-yl]amino}cyclohexyl)methyl]acrylamide 


463 (M + H) 


2 


235 


6K2hloro-NH[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)methyl]-2-fluoro-3-m9thyibenzamide 


469 (M + H) 


3 


236 


2<hloro-N^(cis^-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)methyl]-3 ( 6-difluorobenzamide 


473 (M + H) 


3 


237 


N-[(cis-4^[4-(dlmethylaniino)qulnolin-2-yl]amino}cyclohexyl) 
methyl]-2,3-dimethylbenzamide 


431 (M + H) [ 


3 


238 


N-(cis-4^4-(dimethylamino)pyrimjdin-2-yl]amino}cyclohexyl)- 
3-methoxybenzamide 


370 (M + H) 


2 


239 


3-bromo-N-(cis-4-{[4-(djmethylamino)pyrimidin-2-yl)amino} 
cyclohexyl)benzamide 


418 (M + H) 


1 
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Ex. No. 


compound name 


MS 


class 


240 


4-bromo-N-(cls-4-{[4-(dimethylamino)pyrinfiidin-2-yl]amino} 
cyclohexyl)benzamide 


418 (M + H) 


3 


241 


N-(cis^[4-(dimethylamino)pyrimidln-2-yl]amino}cyclohexyl)- 
2,1 ,3-benzoxadiazole-5-cartooxamide 


382 (M + H) 


1 


242 


3^hloro-N-(cis-4^[4-(dimethylarnino)pyrimldin-2-yl]amlno} 
cyclohexyl)benzamide 


374 (M + H) 


1 


243 


4K:hloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


374 (M + H) 


2 


244 


(2E)-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)-3-phenylacrylamide 


366 (M + H) 


3 


245 


4^hloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)-3-nitrobenzamide 


419 (M + H) 


1 


246 


2-(4-chlorophenyl)-N-(cis-4-{[4-(dimethylarnino)pyrimidin-2-yl] 
amino}cyclohexyl)acetamide 


388 (M + H) 


3 


247 


3^ano-N-(cis^[4-(dimethylamino)pyrimidin-2-yl]aniino} 
cyclohexyl)benzamide 


365 (M + H) 


3 


248 


S.S-dlchloro-N-tcis^iK^dlmethylamlnoJpyrimidin^-yllamino} 
cyclohexyl)benzamide 


408 (M + H) 


1 


249 


3,4-dichloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


408 (M + H) 


1 


250 


N-(cis-4{[4-(dimethylamlno)pyrimidin-2-yl]amino}cyclohexyl)- 
2,2-diphenylacetamide 


430 (M + H) 


2 


251 


N-(ci3-4^[4-(dimethylaniino)pyrimidin-2-yl]amino)cyclohexyl)- 
3,4-difluorobenzamide 


376 (M + H) 


1 


252 


N-(cis-4^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl)- 
3,5-difluorobenzamide 


376 (M + H) 


2 


253 


2-(2,5-dimethoxyphenyl)-N-(cis^[4-(dimethylamino)pyrimidin- 
2-yl]amino}cyclohexyl)acetamide 


414 (M + H) 


3 


254 


N-(cls-4-{[4-(dim8thylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(ethytthio)nicotinamide 


401 (M + H) 


3 


255 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
4-fluorobenzamide 


358 (M + H) 


3 


256 


N-(cis^[4-(dimethylamino)pyrimjdin-2-yl]amino)cyclohexyl)- 
3-fluoro-5-(trifluoromethyl)benzamide 


426 (M + H) 


2 


257 


2,4^ichloro-N-(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino] 
cyclohexyl)-5-fluorobenzamide 


426 (M + H) 


3 


258 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl) 
hexanamide 


334 (M + H) 


3 


259 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amlno}cyclohexyl)- 
4-iodobenzamide 


466 (M + H) 


3 


260 


N-(cis^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(methylthio)nicotinamide 


387 (M + H) 


3 


261 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
4-methyl-3-nitrobenzamide 


399 (M + H) 


2 
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compound nam© 


MS 


class 


262 


N-(cis-4^4-(dimethylami^ 
3-nitrobenzamid9 


385 (M + H) 


1 


263 


N-(cis^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-Dhenvlacatamide 


354 (M + H) 


3 


264 


(2R)-N-(cls-4-{[4-(dlmethylamino)pyrimidin-2-yl]amlno} 

rvrlohP5fvtV?-DhenvlcvcloDronflnpnflrboifflrnidfi 


380 (M + H) 


3 


265 


N-(cis^(4-(dimethylamino)pyrimidin-2-yl]arnino}cyclohexyi)- 

1 *^-hpn7nHin¥nlp-R-cnrhnYflmirip 

1 |W wUI l& UUIUAUIC JT^O) UUACU MIUO 


384 (M + H) 


3 


266 


N-(ci8^[4-(dlme%lamino)pyrimidin-2-yl]amino}cyclohexyl)- 

9.nhonnwhi itonamiHo 
£~pnsnQAyuuianeuTiiut7 


398 (M + H) 


2 


267 


N-(cis^[4-(dimethylamino)pyrimldin-2-yl]amino}cyclohexyl)- 

O.nhannvunrnnanamiHo 

A'pncnoxypropanurniuo 


384 (M + H) 


3 


268 


N-(cis^^4-(dimethylamino)pyrimidin-2-yl]arTiino}cycloh©xyl)- 


354 (M + H) 


2 


269 


N-(cis^[4-(dimethylamino)pyrimldin-2-yl]amino}cyclohexyl)- 

H~i1 lull lylUUMZ all liUW 


354 (M + H) 


3 


270 


N-(cis^[4-(dimethylamlno)pyrimidin-2-yl]amino}cyclohexyl) 

iniopnene-t-caiDUAarriiutj 


346 (M+H) 


3 


271 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
t~ i n m ny i jaco mm iu o 


360 (M + H) 


3 


272 


N-(cis^^[4-(dimethylanzino)pyrimidin-2-yl]arnjno}cyclohexyl)- 

*3_/trrf h mrnmothnv\y\hon7flmiHa 

o ^ir ii luur urnBinuAy/uon&ctiTiiuo 


424 (M + H) 


1 


273 


[4-(4-Dimethylamino-pyrimidin-2-ylam^ 

o^iH Kan Tv/l octar 
cMUlU UoilZyi GOLtJI 


370 (M + H) 


3 


274 


[(4 (4 DimethylaminO'pyrimidin-2-ylamino)-cyc!ohexyl]^arbamic 

owiu *f~niLru-uen^yi cbici 


415 (M + H) 


3 


275 


4-bromo-N-(cis^-{[4-(dimethylamino)pyrimidin-2-yl]arnino} 

r"wr»lnHciv\/l\-^-matHY/lKAn7£amiHo 

uyuiui toAy i y-o~i Ticii iy lucii^ai i iiuo 


432 (M + H) 


1 


276 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)- 

O lUUUUcMLaJTllUu 


466 (M + H) 


1 


277 


3^hloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 

ow*lnhAwl\-9-f limrnhAn^flmiHft 
uyisiui lCAyiy £ i luwi uuci i£cu i uuc? 


392 (M + H) 


3 


278 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino]cyclohexyl)- 

O *^-Hifli mrn^..math\/IKon7flmiHn 
£,0~UIIIUUlU^r "1 1 IfcJuiyiUcil^tli IHUo 


390 (M + H) 


3 


279 


2^hloro-N-(cis-4-{[4-(dimethylamjno)pyrimidin-2-yl]amin 

uyi^iui iwAyi^*^T"i iuui \jut7i i£eu i nuu 


392 (M+H) 


3 


280 


3<:hloro-N-(ci8-4-{[4-(dimethylamino)pyrimidjn-2-yl]amino} 

rvplnhPYvH-P A-riifliinrrtHpn7om|r|a 
wyi*iui icAyi ^ & un iuuiuuci iz.ai i nuo 


410 (M + H) 


3 


281 


N•(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(phenylthio)acetamide 


386 (M + H) 


3 


282 


N-(cis^[4-(dimethylamino)pyrimjdin-2-yl]amjno}cyclohexyl)- 
2-fluoro-3-(trifluoromethyl)benzamide 


426 (M + H) 


3 


283 


N-(cis-4^[4-(dime%lamino)pyrimjdin-2-yl]ainino}cycloh8xyl)- 
2-f!uoro-5-(trifluoromethyl)benzamide 


426 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


284 


N-(cis-4^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-phenylbutanamide 


382 (M + H) 


3 


285 


N-(ci8-44[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(3-methoxyphenyl)acetamide 


384 (M + H) 


3 


286 


N-(cis^[4-(dimemylamino)pyiimldin-2-yl]amino}cyclohexyl)- 
2-(4-fluoropheny!)acetamide 


372 (M + H) 


3 


287 


N-(cis^[4-(dimethylamino)pyrimidin-2-y0amino}cyclohexyl)- 
2-(4-methoxyphenyl)acetamide 


384 (M + H) 


3 


288 


N-(cis^[4-(dime%lamino)pyrimidin-2-yl]anriino}cyclohexyl)- 
5-methyl-2-(trlfluoromethyl)-3-furamide 


412 (M + H) 


3 


289 


N-(cis-4^[4-(dimethylamino)pyrimid^n-2-yl]amino}cyclohexyl)- 
2,5-dimethyl-3-furamide 


358 (M + H) 


2 


290 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-ethoxybenzamide 


384 (M + H) 


3 


291 


3^hloro-N-(cis^[4-(dimethylamino)pyrimidin-2-yl]arnino} 
cyclohexyl)-4-fluorobenzamide 


392 (M + H) 


1 


292 


N-(cis-44[4-(dimethylamino)pyrimidln-2-yl]amlno}cyclohexyl)- 
3-ftuoro-4-mettiylbenzamide 


372 (M + H) 


3 


293 


2^clopentyl-N-(cis^[4-(dimethylamino)pyrimldin-2-yl]amino} 
cyctohexyl)acetamide 


346 (M + H) 


3 


294 


N-(cis-4^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl)- 
3,5-dimethoxybenzamide 


400 (M + H) 


1 


295 


4-cyano-N-(cls-4-{[4-(dimethylamino)pyrjmidin-2-yl]amino} 
cyclohexyl)benzamide 


365 (M + H) 


3 


296 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
3,5-bis(trifluoromethyl)benzamide 


476 (M + H) 


1 


297 


(2E)-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)-3-(4-nitrophenyl)acrylamide 


411 (M + H) 


3 


298 


2-(2-bromophenyl)-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl] 
amino}cyclohexyl)acetamide 


432 (M + H) 


3 


299 


N-(cis^[4-(dime%lamino)pyrimidin-2-yl]aniino}cyclohexyl)- 
4-fluoro-3-methylbenzamide 


372 (M + H) 


1 


300 


2-[(difluoromethyl)^ 
2-yl]amino}cyclohexyl)benzamide 


422 (M + H) 


3 


301 


2,5-dichloro-N-(cls^-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)thiophene-3-carboxamide 


414 (M + H) 


2 


302 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-y0am^no}cyciohexyl)- 
2-(propylthio)nicotinamide 


415 (M + H) 


3 


303 


1-benzyl-3-tert^utyl-N-(cls^-{[4-(dimethylamino)pyrimidin-2-yn 
amino}cyclohexyl)-1H-pyrazole-5-carboxamide 


476 (M + H) 


2 


304 


34ert4>utyl-N-(cis-4-{[4-(dimethylamjno)pyrimidin-2-yl]amino} 
cyclohexyl)-1 -methyl-1 H-pyrazole-5-carboxamide 


400 (M + H) 


3 


305 


(2E)-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)-2-methyl-3-phenylacrylamide 


380 (M + H) 


3 
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MS 
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306 


5-bromo-N-(cls^-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)nicotinamide 


419 (M + H) 


3 


307 


N-(cis^[4-(dimethyleuriino)pyrimidin-2-yl]amino}cyciohexyl)- 
2-(1 -naphthyOacetamide 


404 (M + H) 


2 


308 


1-tert^utyl-N-(cis-4^[4-(dlmethylamino)pyrimidin-2-yl]amlno} 
cyclohexy!)-5-methyl-1 H-pyrazole-3-carboxamide 


400 (M + H) 


3 


309 


N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
1 -benzothiophene-3-carboxamide 


396 (M + H) 


3 


310 


2-[(cls^-{[4-(dimethy!amino)pyrimidin-2-yl]amino}cyclohexyl) 
amino]-2-oxo-1-phenylethyl acetate 


412 (M + H) 


3 


311 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
benzamide 


340 (M + H) 


3 


312 


N-(cis-4^[4-(dimemylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
1 -benzothiophene-2-carboxamlde 


396 (M + H) 


3 


313 


2-(benzyloxy)-N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)acetamlde 


384 (M + H) 


3 


314 


2-(4^hlorophenoxy)-N-(cls^^[4-(dimethylamlno)pyl1mldin-2-yQ 
ami nojcyclohexy l)acetamide 


404 (M + H) 


1 


315 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
cyclohexanecarboxamide 


346 (M + H) 


3 


316 


3-(2-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl] 
amino}cyclohexyl)-5-methylisoxazole-4-carboxamide 


455(M + H) 


3 


317 


1-(4-chlorDphenyl)-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl] 
amino}cyclohexyl)cyclopentanecarboxamide 


442 (M + H) 


2 


318 


3- (2-chloro-6-fluorophenyl)-N-(cis^[4-(dimethylamino) 
pyrimidin-2-yj]amino}cyclohexyl)-5-methylisoxazole- 

4- carboxamide 


473 (M + H) 


2 


319 


3^hloro-N-(cis-4-{[4-(dimethyIamino)pyrimidin-2-yi]amino} 
cyclohexyl)-4-(isopropylsulfony!)thiophene-2-carboxamide 


486 (M + H) 


3 


320 


2-chloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)-4-nitrobenzamide 


419 (M + H) 


3 


321 


N-(cis^[4-(dimethylamino)pyrimldin-2-yl]amino}cyc!ohexyl)- 
1 ,3-dimethyl-1 H-pyrazole-5-carboxamide 


358 (M + H) 


3 


322 


N-(ci8-4^[4-(dimethylamino)pyrimjdin-2-yl]amino}cyclohexyl)- 
3,4-dlmethoxybenzamide 


400 (M + H) 


3 


323 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
3-f!uorobenzamlde 


358 (M + H) 


3 


324 


N-(cis^[4-(dimemylamino)pyrimldln-2-y[]arnino}cyclohexyl)- 
4-fluoro-3-(trifiuoromethyl)benzamide 


426 (M + H) 


1 


325 


N-(cis-4^(4-(dimethylamino)pyrimidin-2-yqamino}cyclohexyl)- 
5-methyl-2-phenyl-2H-1,2,3-triazole-4-carboxamide 


421 (M + H) 


1 


326 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(4-methoxyphenoxy)-5-nitrobenzarnide 


ou/ + nj 


1 
i 


327 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amlno}cyclohexyl)- 
1-naphthamide 


390 (M + H) 


3 



189 



EP 1 464335 A2 



(continued) 



Ex. No. 


compound name 


MS 


class 


326 


N-(cis^[4-(dimemylamino)pyiimidin-2-yl]amino}cyclohexyl)- 
2-naphthamide 


390 (M + H) 


3 


329 


N-(cis-4^[4-(dimemylamino)pyrimidin-2-yl]anriino}cyclohexyl)- 
5-nitro-2-furamide 


375 (M + H) 


3 


330 


N-(cis^[4-(dimethylamino)pyrimldin-2-yl]anriino}cyclohexyl)- 
2-phenoxyacetamide 


370 (M + H) 


2 i 


I 331 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-y0aniino}cyclohexyl)- 
2-(2-nitrophenoxy)acetamide 


415 (M + H) 


3 


332 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]arnino}cyclohexyl) 
quinoxaline-2-carboxamide 


392 (M + H) 


1 


333 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
3,4,5-trimethoxybenzamide 


430 (M + H) 


3 


334 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
3-(trffluoromethyl)benzamide 


408 (M + H) 


2 


335 


N-(cis^t4-(dimemylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
4-(trtfluoromethyl)benzamide 


408 (M + H) 


3 


336 


N-(cis^(4-(dimethylamino)pyr1midjn-2-yl]amino}cyclohexyl)- 
2-(trifluoromethoxy)benzamide 


424 (M + H) 


3 


337 


4,5-dimethoxy-2-n itrobenzy 1 (cis-44[4-(dimethylamino)pyrimidin- 
2-yl]amino}cyclohexyl)carbamate 


475 (M + H) 


3 


338 


N-(cis^[4-(dimemylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
4-phenoxybutanamide 


398 (M + H) 


3 


339 


2-bromo-N-(ci8-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)-5-methoxybenzamide 


448 (M + H) 


3 


340 


N-(cis^[4-(dimemylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(pentafluorophenoxy)acetamide 


460 (M + H) 


2 


341 


2-(3,4-dimemoxyphenyI)-N-(cis-4-{[4-(dimethylamino)pyrimidin- 
2-yl]amino}cyclohexyl)acetamide 


414 (M + H) 


3 


342 


N-(cis^[4-(dimemylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2 ,3 ,4-trifluorobenzamide 


394 (M + H) 


3 


343 


N-(cis-44[4-(dimemylamino)pyrimidin-2-yl]amino}cyclohexyl) 
cyclopentanecarboxamide 


332 (M + H) 


3 


344 


N-(cis^[4-(dimethylamlno)pyrimidin-2-yQarnino}cyclohexyl)- 
2,4-difluorobenzamide 


376 (M + H) 


3 


345 


N-(cis-4^[4-(dimemylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
3-phenylpropanamide 


368 (M + H) 


3 


346 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2,3,4,5-tetrafluorobenzamide 


412 (M + H) 


3 


347 


N-(cis-4M[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-ethoxy-1 -naphthamide 


434 (M + H) 


3 


348 


N-(cis-4^4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2,3,4,5,6-pentafluorobenzamide 


Aon /KM i_ Ul\ 


q 
o 


349 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amjno}cyclohexyl)- 
4-[(trifluoromethyl)thio]benzamide 


440 (M + H) 


3 
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350 


3.4,5-trichloro-N-(cis^-W 
cyctohexyl)thiophene-2-carboxamido 


448 (M + H) 


3 


351 


2-(3-chlorophenoxy)-N-(cis^4[4-(dimethylamino)pyrimidin-2-yQ 
amino}cyclohexyl)acetamide 


404 (M + H) 


1 


352 


3-(2,6-dlchlorophenyl)-N-(cis^{[4-(dimethylamino)pyrimidln-2-yl] 
amino}cyclohexyl)-5-methylisoxa2ole-4-carboxamide 


489 (M + H) 


1 


353 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]aniino}cyclohGxyl)- 
2-phenoxynicotinamide 


433 (M + H) 


2 


354 


N-(cis^[4-(dimethylamino)pyrimidin-2-yqamino}cyclohexyl)- 
2-(phenylthio)nicotinamide 


449 (M + H) 


3 


355 


N-(cis^^[4-(dimethyla^1^no)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(4-methylphenoxy)nicotinamide 


447 (M + H) 


1 


356 


N-(cis^(4-(dimethylamino)pyrimidin-2-yl]anfiino}cyclohexyl)- 
4-[(dipropylamino)sulfonyl]benzamide 


503 (M + H) 


1 


357 


2-(4^hlorophenoxy)-N-(cls^^[4-(dimethylamino)pyrimidin-2-yl] 
amlno}cyclohexyl)-2-methylpropanamide 


432 (M + H) 


2 


358 


5-(4-chlorophenyl)-N-(cls-4-{[4-(dlmethylamino)pyrimidln-2-yl) 
amino}cyclohexyl)-2-(trifluoromethyl)-3-furamide 


508 (M + H) 


3 


359 


2-(2 ( 3-dihydro-1-benzofuran-5-yl)-N-(cis-4-{[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)-1,3-thiazole-4-carboxamide 


465 (M + H) 


1 


360 


3-tert-butyl-1-(2 t 4-dichlorobenzyl)-N-(cis-4-([4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)-1H-pyrazole-5K:arboxamide 


544 (M + H) 


2 


361 


6^hloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)-2H-chromene-3-carboxamide 


428 (M + H) 


2 


362 


3^hloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyc!ohexyl)-4-(trifluoromethoxy)benzamlde 


458 (M + H) 


3 


363 


N.( C j S ^^[4-(di me thylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-[(4-methyl-2-oxo-2H-ehromen-8-yl)oxy]acetamide 


452 (M + H) 


3 


364 


N-(cis^-([4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)- 
2-(2-thienyl)-1,3-thiazole-4-carboxamide 


429 (M + H) 


1 


365 


N-((cis^-([4-(dimethylamino)pyrimidln-2-yl]aminocyclohexyl) 
methyl)-3-methoxybenzamide 


384 (M + H) 


3 


366 


3^romo-N^(cis^[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


432(M + H) 


3 


367 


4-bromo-N-[(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamlde 


432 (M + H) 


3 


368 


N-[(cis-4-( {[4-(dimothylamino)pyrimidin-2-yl]amino)cyclohexyl) 
methy0-2,1,3-benzoxadiazole-5-carboxamide 


396 (M + H) 


3 


369 


3^hloro-N^(cls-4-3-(4-(dlmethylamino)pyrimidin-2-y(]amino} 
cyclohexyl)methyl)benzamide 


388 (M + H) 


3 


370 


4^hloro-N^(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


388 (M + H) 


2 


371 


(2E)-N-[(cis^[4-(dimethylamino)pyrimidin-2-yl)amino} 
cyclohexyl)methyl]-3-phenylacrylamide 


380 (M + H) 


2 
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compound name 


MS 


class 


5 


372 


4^hloro-N4(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]-3-nitrobenzamide 


433 (M + H) 


2 




373 


2-(4^hlorophenyl)-N^(cis^[4-(dimethylarnino)pyrimidin-2-yl] 
amino)cyclohexyl)methyl]acetamlde 


402 (M + H) 


2 


10 


374 


3-cyano-N-[(cis-4H[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


379 (M + H) 


3 




375 


3,5<lichloro-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


422 (M + H) 


2 


15 


376 


3,4<lichloro-N-[(cls-4-{[4-(dimethylamino)pyriniidin-2-yl]amino 
cyclohexyl)methyl]benzamide 


422 (M + H) 


2 




377 


N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-y!]amino}cyclohexyl) 
methyl]-2,2-diphenylacetamide 


444 (M + H) 


1 


20 


378 


N-[(cls^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyn-3,4-difluorobenzamide 


390 (M + H) 


3 




379 


N-[(ci8^[4-(dlmethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyQ-3 ( 5-difluorobenzamide 


390 (M + H) 


3 


25 


380 


-(2 t 5-dimethoxyphenyl)-N-[(cis-4^[4-(dimethylamlno)-pyrimldin- 
2-yl]amino}cyclohexyl)methyl]acetamide 


428 (M + H) 


3 




381 


-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl) 
methyl]-2-(ethylthio)nicotinamide 


415 (M + H) 


3 


30 


382 


N-[(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-4-fluorobenzamide 


372 (M + H) 


3 




383 


4(cis-4-{[4-(dimethyiamino)pyrimidin-2-yi]amino}cyclohexyl)- 
methyl]-3-fluoro-5-(trifluoromethyl)benzamide 


440 (M + H) 


3 


35 


384 


2,4<lichloro-N-[(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]-5-fluorobenzam!dB 


440 (M + H) 


2 




385 


N4(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]hexanamide 


348 (M + H) 


3 


40 


386 


N-[(cis^[4-(dimethylamino)pyrimidin-2-yl]arnino}cyclohexyl) 
methyl]-4-iodobenzamide 


480 (M + H) 


3 


387 


N-[(cjs^^[4-(dimethylamino)pyrimidin-2-yl]aminocyclohexyl) 
methy0-2-(methylthio)nlcotinamide 


401 (M + H) 


3 




388 


N-[(cls^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexy^^ 
methyl]-4-methyl-3-nitrobenzamide 


413 (M + H) 


3 


45 


389 


N-[(cis-4-{[4-(dimethylamlno)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-3-nitrobenzamide 


399 (M + H) 


3 


SO 


390 


N-[(cis^-{[4-(dimethylamino)Pyrimidin-2-yl]amino}cyclohe^ 
methyl]-2-phenylacetamlde 


368 (M + H) 


3 


391 


(2R)-N^(cis^[4-(dimethylamino)pyrimidin-2-yl]janiino} 
cyclohexyl)methyl]-2-phenylcyclopropanecarboxamide 


394 (M + H) 


3 




392 


N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-1,3-benzodioxole-5-caitjoxamide 




q 

w 


55 


393 


N4(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-2-phenoxybutanamjde 


412 (M + H) 


2 
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MS 
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394 


N-[(cis^^[4-(dimethylamino)pyrlmidin-2-yl]arnino}cyclohexyl) 
methyfl-2-phenoxypropanamide 


398 (M + H) 


3 


395 


N4(cis^^[4-(dimethylamino)pyrimidin■•2-yl]arrlino}cyclohexyl) 
methyO-3-methylbenzamide 


368 (M + H) 


3 


396 


N-[(cls^[4-(dimethylamino)pyrimldin-2-yl]amino}cyclohexyl) 
methyn-4-methylbenzamlde 


368 (M + H) 


3 


397 


N-[(cis^[4-(dimethylamino)pyrimidin-2-yl]arnino}cyclohexyl) 
methylJthiophene-2-carboxamide 


360 (M + H) 


3 


398 
399 


N-[(cis^^[4•(dimethylamino)pyrim^din-2-yl]amino}cyclohexyl) 
methyl]-2-(2-thienyl)acetamide 

N-[(cis^[4-(dimethylamino)pyrimidin-2-yl]amlno}cyclohexyl) 
methyl]-3-(trifluoromethoxy)benzamide 


374 (M + H) 
438 (M + H) 


3 
3 


400 


benzyl [{cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]cart>amate 


, 384 (M + H) 


3 


401 


4-nitrobenzyl [(cis^[4-(dimethylamino)pyrimidin-2-yl]amjno} 
cyclohexyl)methyl]cartoamate 


429 (M + H) 


3 


402 


4-bromo-N-[(cls-4-{(4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]-3-methylbenzamide 


446 (M + H) 


3 


403 


N-[(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-3-iodobenzamide 


480 (M + H) 


3 


404 


3^hloro-N^(cte-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]-2-f1uorobenzamide 


406 (M + H) 


3 


405 


N-[(cis^[4-(dimethylamino)pyrimidin-2-yl)amino}cydohexyl) 
methyl]-2,3-difluoro-4-methylbenzamide 


404 (M + H) 


3 


406 


2^hloro-N^(cis-4-{(4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyQ-4-fluonobenzamide 


406 (M + H) 


3 


407 


3^hloro-N^(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]-2,4-difluorobenzamide 


424 (M + H) 


3 


408 


N-[(cis^[4-(dimethylamlno)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-2-(phenylthio)acetamide 


400 (M + H) 


3 


409 


N-[(cis^[4-(dimethylamino)pyrimldin-2-yl]amino}cyclohexyl)- 
methyl]-2-fluoro-3-(trifluoromethyl)benzamide 


440 (M + H) 


3 


410 


N-[(cis^^[4-(dimethylamino)pyrimidin-2-yl]aminoJcyclohexyl)- 
methyl]-2-fIuoro-5-(trifluoromethyl)benzamide 


440 (M + H) 


3 


411 


N-[(cis^[4-(dimethylamino)pyrimidin-2-yl]ammo}cyclohexyl) 
methyq-2-phenylbutanamlde 


396 (M + H) 


1 


412 


N-[(cis^^[4-(dimethylamino)pyrimidin-2-yl]amjno}cyclohexyl) 
methyI]-2-(3-methoxyphenyl)acetamide 


398 (M + H) 


2 


413 


N-[(cis^[4-(dimethylamlno)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-2-(4-fluorophenyl)acetamide 


386 (M + H) 


3 


414 


N-[(cis-4^[4-(dlmethylamino)pyrimldin-2-yl]amino}cyclohexyl) 
methyl]-2-(4-methoxyphenyl)acetamide 


398 (M + H) 


2 


415 


N-[(cis-4^[4-(dimethylamino)pyrimjdin-2-yl]amlno}cyclohexyl)- 
methyl]-5-methyl-2-(trlfluoromethyl)-3-furamide 


426 (M + H) 


3 
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5 


416 


N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-2,5-dimethyl-3-furamide 


372 (M + H) 


3 




417 


N4(cis^[4-(dimethyIamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-2-ethoxybenzamide 


398 (M + H) 


3 


10 


418 


3^hloro-N^(cte^{[4-(dimethylamino)pyrlmidin-2-yl]amino} 
cyclohexyl)methyl]-4-fluorobenzamide 


406 (M + H) 


3 




419 


N4(cis^^[4-(dlmethylamino)pyrimidin-2-yl]aniino}cycIohexyl) 
methy0-3-fluoro-4-methylbenzamide 


386 (M + H) 


3 


15 


420 


2^lopentyl-N-[(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]acetamide 


360 (M + H) 


3 




421 


N4(cis-4^4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyi) 
methyl]-3,5-dimethoxybenzamide 


414 (M + H) 


3 


20 


422 


4^ano-N-[(cis^[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


379 (M + H) 


3 




423 


N-[(cis^4[4-(dlmethylamino)pyrimidin-2-yl]amino}cyclobexyl) 
methyl]-3,5-bis(trlfluoromethyl)benzamide 


490 (M + H) 


2 


25 


424 


(2E)-N-[(cis-4-{[4-(dimethylamino)pyrimidln-2-yl]amino} 
cyclohexyl)methyl]-3-(4-nltrophenyl)acrylamide 


425 (M + H) 


1 




425 


2-(2-bromophenyl)-N-[(cis-4H[4-(dimethylamino)pyrimidin-2-yl] 
amino}cyclohexyl)methyl]acetamide 


446 (M + H) 


2 


30 


426 


N-[(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyq-4-fluoro-3-methylbenzamide 


386 (M + H) 


3 




427 


2-[(difluoromethyl)thio]-N^(cis-44[4-(dimethylamino)-pyrimidin- 
2-yl]amino)cyclohexyl)rnethyl]benzamide 


436 (M + H) 


3 


35 


428 


2,5-dichlo^o-N-[(ci8-4^[4-(dimethylamino)pyrimjdin-2-yl]amino} 
cyclohexyl)methyl]thlophene-3-carboxamlde 


428 (M + H) 


3 




429 


N-((cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-2-(propylthio)nicotinamide 


j 429 (M + H) 


2 




430 


1-benzyl-3-tert4)utyl-N-[(cis^[4-(dimethylamino)pyrimidin-2-yll 
amino}cyclohexyl)methy0-1 H-pyrazole-5 -carboxamide 


490 (M + H) 


3 


40 


431 


3-tert^utyl-N-[(cis-4^[4-(dimethylamino)-pyrimidin-2-yl]amino} 
cyclohexyl)methyl]-1 -methyl-1 H-pyrazole-5-carboxamide 


414 (M + H) 


3 




432 


(2E)-N-[(cis^^[4-(dimethylamino)pyrimidin-2-yl]a^nino) 
cyclohexyl)methyl]-2-methyl-3-pheny!acrylamide 


394 (M + H) 


3 


AK 


433 


5-bromo-N-[(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]nicotinamide 


433 (M + H) 


3 




434 


N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-ylJamino}cyclohexyl) 
methyl]-2-( 1 -naphthy l)acetamide 


418 (M + H) 


1 


50 


435 


1-tert^utyl-N-[(cis-4^(4-(dimethylamino)pyrimidin-2-yl]amino} 
c^clohexyl)methyl]-5-methyl-1H-pyrazole-3-carboxamide 


414 (M + H) 


3 




436 


N-[(cis^-{[4-(dimethylamino)pyrimidin-2-yi]amino}cyclohexyl) 
methyl]-1-benzothiophene-3-cafboxamide 


*n u (ivi + nj 


Q 
w 


55 


437 


N-[(cis-4^4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]biphenyl-4-carboxamide 


430 (M + H) 


3 
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compound name 
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438 


2-bromo-N-[(cis^^[4-(dimethylamino)pyrimidin-2-y!]amino} 
cyclohexyl)methyl]benzamide 


*fOt \ivi + nj 


3 


439 


2,6-dichloro-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamide 




3 


440 


N-[(ci3^H[4-(dlmethylamlno)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-2-iodobenzamide 


AQft /Li . LJ\ 


3 

w 


441 


N-[(cis-44t4-(dimethylamino)pyrimldin-2-yl]amino}cyclohexyl) 
methyn-2-methylbenzamide 


368 (M + n) 


Q 


442 


2,3^ichloro-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


422 (M + n) 


*x 


443 


2K:hloro-N4(cis^-{t4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]-5-fluorobenzamide 


406 M + n 


Q 
w 


444 


N-[(cis^-{[4-(dlmethy^ 
methyl]-9-oxo-9H-fluoren8-4-carboxamide 


456 (M + n) 


O 


446 


N-[(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methylj^^.e-trifluorobenzamide 


408 (M + n) 


Q 
J 


446 


N-[(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl)-2,3-difluorobenzamide 


390 (M + n) 


Q 


447 


N-[(cis-44[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-2 t 6-difluorobenzamide 


390 (M + H) 


J 


448 


N-[(cis^[4-(dimethylamino)pyrimidin-2-yl]anriino}cyclohexyl)- 
methyI]-2-fluoro-6-(trifluoromethyl)benzamide 


A A f\ /|| 1 J \ 

440 (M + H) 




449 


N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl)amino}cyclohexyl) 
methyl)-2 ( 4,6-trimethylbenzamido 


396 (M + H) 




460 


2K:hloro-NH(cls-4^[4-(dimethylamino)pyrimidin-2-yl]amlno} 
cyclohexyl)methyQ-6-fluorobenzamlde 


406 (M + n) 


Q 


451 


2,4,6-trichloro-N-[(cis-4-{t4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


A r- c /I J . t IV 

456 (M + n) 


O 
ft 


452 


(2E)-3-(2<hlorophenyl)-N-[(cis-4-{[4-(dimethylamino)pynmidin- 
2-yl]amino}cyclohexyl)methyl]acrylamide 


414 (M + n) 


o 
c 


453 


6^hloro-NH(cis^«{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyQ-2-fluoro-3-methylbenzamide 


420 (M + n) 


q 


454 


2K:hloro-N^cis-4-{[4-(dimethylam}no)pyrimidin-2-yl]amino} 
cyclohexyOmethyO-S.e-difluorobenzamide 


A f\ A /|| . t IV 

424 (M + n) 


q 


455 


N-[(cis-4-{[4-(dimethylami^ 
methyl]-2 ( 3-dimethylbenzamid0 


382 (M + n) 


q 


456 


N^cts^^^dimG^laminoJ-e.e^.S-tetrahydroquinazolin^-yll 
amino}cyclohexyl)-3-methoxybenzamide 


j A A 1 1 J 1 l\ 

424 (M + H) 


4 
1 


457 


3-bromo-N-(cis-4-{[4-(dimethylamino)- 
5|6j 78.tetrahydroquinazolin-2-yI]amino}cyclohexyl)benzamide 


472 (M + H) 


1 


458 


4-bronrio-N-(cis-4-{[4-(aimeinyiamino;- 
5 ( 67 t 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)benzamide 


472 (M + H) 


2 


459 


N-(cis-4^4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2,1 ( 3-benzoxadiazole-5-carboxamide 


436 (M + H) 


1 
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460 


3-chloro-N-(cis-4-{[4-(dimethylam(no)- 
5,67,8-tetrahydroquinazolin-2-yl]amino)cyclohexyl)benzamide 




1 




461 


4-chloro-N-(cis-4-{[4-(dimethylamino)- 
sey.S-tetrahydroquinazolln^-yllaminoJcyclohexyObenzamlde 


AOQ (KA j. M^ 




10 


462 


(2E)-N-(cls-4-{[4-(dimethylamlno)-5,6 r 7,8-tetrahydroqulna2olin- 
2-yl]amlno}cyclohexyl)-3-phenylacrylamide 


420 (M + H) 


3 




463 


4-chloro-N-(cis-4-{[4-(dimethylamino)- 
5,67,8-tetrahydroqulnazolin-2-yl]amino}cyclohexyl)- 

3-nitrobenzamide 


473 (M + H) 


1 


13 


464 


2-(4-chlorophenyl)-N-(cls-4-{[4-(dimethylamino)- 
S^^.B-tetrahydroquinazolin^-yllaminoJcyclohexyOacetamide 


442 (M + H) 


i 




465 


3-cyano-N-(cis-4-{[4-(dimethylamino)- 

5 6 7 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)benzamide 


419 (M + n) 


4 

1 


20 


466 


3,5-dichloro-N-(cis-4-{[4-(dimethylamino)- 
S^T^-tetrahydroquinazolln^-yOaminoJcyclohexyObenzamlde 


462 (M + H) 


4 

1 




467 


3,4-dichloro-N-(cls-4-{[4-(dimethylamlno)- 
5,6,7,8-tetrahydroquinazolln-2-yl]amino}cyclohexyl)benzamide 


462 (M + H) 


1 


25 


468 


N-Ccis^^-tdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2,2-diphenylacetamide 


A *± A /II 1 J \ 

484 (M + H) 


4 

1 




469 


N-(cis-4^[4-(dimethylamino)-5 t 6 l 7 l 8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-3,4-difluorobenzamide 


430 (M + H) 


4 

1 


30 


470 


N-(cis-4^[4-(dimemylamino)-5,6 ( 7,8-tetrahydroquinazo!ln-2-yl] 
amino}cyclohexyl)-3,5-dlfluorobenzamide 


A nf\ /II 1 |\ 

430 (M + n) 


4 

1 




471 


2-(2,5-dimethoxyphenyl)-N-(cis-4-{[4-(dimethylamino)- 

5 6 7 > 8-tetrahydroquinazolin-2-y0amino}cyclohexyl)acetamide 


468 (M + H) 


Q 

o 


35 


472 


N-(cis-4^[4-(dimethylamino)-5,673'tetrahydroquinazolln-2-yn 
amino}cyclohexyl)-2-(ethylthio)nicotinamide 


An? /KM I IV 

455 (M + H) 


o 




473 


N-(cis-4-{[4-(dimethylarnlno)-5,6,7,8-tetrahydroquinazolin.2-yl] 
amino}cyclohexyl)-4-fluorobenzamide 


412 (M + n) 


4 

1 


40 


474 


N^cis^K^dimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-3-fluoro-5-(trifluoromethyl)benzamide 


480 (M + H) 


1 




475 


2,4-dichloro-N-(cis-4-{[4-(dlmethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)- 

5-fluorobenzamide 


480 (M + H) 


3 


45 


476 


N-(cis-4^[4-(dimethylamino)•5,6,7,8-tetrahydroquinazolln.2-yl] 
amino}cyclohexyl)hexanamide 


nA/t /I ■ |_|\ 

388 (M + H) 


o 
c. 




477 


N-Ccis^^-tdlmethylamlnoJ-S.ej.S-tetrahydroqulnazolin^-yl] 
amino}cyclohexy!)-4-iodobenzamide 


520 (M + H) 


Q 

o 


50 


478 


N-tcis^^-tdimethylaminoJ-S.ej.S-tetrahydroqumazolin^-yl] 
amino}cyclohexyl)-2-(methylthio)nicotinamide 


A A* /hi . 1 IV 

441 (M + n) 


3 




479 


, . * /j: MA 4kiiiafMinA\ c ft 7 A-totrah\/rironuinazolin-2-vll 
N-(cis-4^4-(dirn©tnyiaminoj-o,o l /,o^^ yj 

amlno}cyclohexyl)-4-methyl-3-nitrobenzamide 


453 (M + H) 


1 


55 


480 


N-tcis^^-tdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-3-nltrobenzamide 


439 (M + H) 


1 ; 
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Ex. No. 


compound name 


MS 


class 


481 


N-(cis-4^[4-(dimethylamino)"5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)«2-phenylacetamide 


408 (M + H) 


3 


\ 482 


(2R)-N-(cls-4-{[4-(dimethylamino)-5 l 6,7,B-tetrahydroquinazolin- 
2-y0amlno)cyclohexyl)-2-phenylcyclopropanecart)oxamjde 


434 (M + H) 


2 


483 


N-(cis-4^4-(dlmethylamino)-5 f 6,7,8-tetrahydroqulnazolin-2-l] 
aminoJcyclohexylJ-l^-benzodioxole-SK^rboxamide 


438 (M + H) 


3 


484 


N-(cis-4^[4-(dimethylamino)-5,6 f 7,8-tet^ahydroqui^azolin-2-yl] 
amino}cyclohexyl)-2-phenoxybutanamide 


452 (M + H) 


1 


485 


N-tcis^^tdimethylaminoJ-S.SJ.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2-phenoxypropanamide 


438 (M + H) 


1 


486 


N-(cis-4^4-(dim8thylamino)-5 l 6,7 > 8-tetrahydroquinazolln-2-yll 
amino}cyclohexyl)-3-methylbenzamide 


408 (M + H) 


1 


487 


N-(cis-4^[4-(dimethylamino)-5 p 6 i 7 l 8-tetrahydroqu^nazolin-2-yl] 
amino}cyclohexyl)-4-methylbenzamide 


1 408 (M + H) 


2 


488 


N-tcis^^^dlmethylaminoJ-S^^^-tetrahydroquinazolin^-yl) 
aminocycJohexyl)thiophene-2-carboxamide 


400 (M + H) 


3 


489 


N-(cis-4^4-(dimethylamlno)-5,6,7,8-tetrahydroquinazolln-2-yl] 
amino}cyclohexyl)-2-(2-thienyl)acetamide 


414 (M + H) 


3 


490 


N-(cis-4^[4-(dimethy!a^1ino)-5,6 l 7 ( 8-tetrahydroquinazolin-2-ylJ 
amino}cyclohexyl)3-(trifluoromethoxy)benzam(de 


478 (M + H) 


2 


491 


[4-(4-Dimethylamino-5,6,7,8-tetrahydro-quinazolin-2-ylamino)- 
yclohexyl]-carbamic acid benzyl ester 


424 (M + H) 


3 


492 


[4-{4-Dimetnyiamino-o,b 1 /,o-ietranyaro-quinazoMn-^-yi^ 
cyclohexyl]-carbamic acid 4-nitro-benzyl ester 


ARQ (KA 4. hh 


3 


493 


A Um*mm«% Kt /aim A If A /^iwiMtktilamli%A\ 

4-Drorno-N-(cis-4-|L4-(aimeinyiajnino;- 

S^/.S-tetrahydroqulnazolln^-yllamlnoJcyclohexyi)- 

3-methyIbenzamide 


HOD ^IVl t n ) 


2 


494 


M f*+\o A ST A /Himathwlaminn\.^ f\ 7 A.tAtrahi/Hrnni iina7niin-9-A/ll 
IN'lCIS'H^L^'^oirnsinyitiiTiinuy'OjO, / ,o-imiaNyurui^uiiiazuiiii c yij 

amino}cyclohexyl)-3-iodobenzamide 


520 (WA + H) 

WfaV \lwt ~ I \ f 


1 


490 


o "C n 10 ro- in *\ci5**r tl^ \ **w* y icuninu^* 

S^y^-tetrahydroquinazolin^-yllaminolcyclohexyl)- 

2-fluorobenzamide 


446 (Nl + Kh 


3 


! A QC 

496 


lNl-(Cls-4^[4-^aimeinyiarnino;-o t o > / ,0-ieirBnyaroquinHzoiin-t-yij 
aminoJcyclohexyO^.S-difluoro^-methylbenzamide 


AAA (KA + m 


3 


A 07 

497 


^-cnioro-iN -ycis-4-^[«t- yuimeiny lam inoj- 
5,67>tetrahydroquinazolin-2-yl]amino cyclohexyl)- 
4-fiuorobenzamide 




2 


498 


3n:hloro-N-(cis-4-([4-(dimethylamino)-5 ( 6,7,8-tetrahydro- 
quinazolin-2-yl]amino}cydohexyl)-2 t 4-difluorobenzamide 


464 (M + H) 


3 


499 


N-Ccis^^-tdimethylaminoJ-S.e.AB-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2-(phenylthio)acetamide 


440 (M + H) 


3 


500 


N-fcis^^^-tdimethylaminoJ-S.ey.S-tetrahydroquinazolin^-ylJ 
amino}cyclohexyl)-2-fiuoro-3-(trifluoromethyl)benzamide 


480 (M + H) 


3 


501 


N^cis^H^^dimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2-fluoro-5-(trifluoromethyl)benzamlde 


480 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


502 


N-(cis-4^4-(dime%lamino)-5,67,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-phonylbutanamido 


436 (M + H) 


3 


503 


N-tcis^^-ldimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2-(3-methoxyphenyl)acetamlde 


438 (M + H) 


2 


504 


N-(cis-4^(4-(dimethylamlno)-5,6 l 7 1 8-tetrahydroquinazoiin-2-yl] 
amino}cyclohexyi)-2-(4-fluorophenyl)acetamide 


426 (M + H) 


1 


505 


N-fcis^K-tdimethylaminoJ-S.eT.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2-(4-methoxyphenyl)acetamide 


438 (M + H) 


2 


506 


N-(cis^[4-(dime%lamino)-5,67,8-tetrahydroquinazolin-2-yl] 
amino}<^clohexyl)-5-methyl-2-(trifluoromethyl)-3-furamide 


466 (M + H) 


2 


507 


N-(ci3-4^[4-(dimethylamino)-5 l 6 > 7 I 8-tetrahydroquina2olin-2-yl] 
amino}cyclohexyl)-2,5-dimethyl-3-furamide 


412 (M + H) 


1 


508 


N-fcis^^^-tdimethylaminoj-S^e^^-tetranyaroquinazoHn-z-yij 
amino}cyclohexyl)-2-ethoxybenzamide 


*rOO ^IVI +11/ 


3 


509 


3- chloro-N-(cis-4-{[4-(dimethylamlno)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)- 

4- fluorobenzamide 


***fO \ivi + nj 


1 


510 


N-tcis^^fdimethylaniinoJ-S.e^.S-tetrahydroquinazolin^-yl] 
amino)cyclohexyl)-3-f!uoro-4-methylben2amide 


426 (M+H) 


2 


511 


2-cyclopentyl-N-(cis-4-{[4-(dimethylaniino)- 
5 t 6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)acetamide 


400 (M + H) 


3 


512 


N-(cis-4^4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yn 
amino ) cyclohexyl)-3,5-dimethoxybenzamide 


454 (M + H) 


1 


513 


4-cyano-N-(cis-4-{[4-(dimethylamino)- 
5,6 ( 7 l 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)benzamide 


419 (M + H) 


3 ; 


514 


N^cis^^dimethylaminoJ-S.ej^-tetrahydroqulnazolin^-yl] 
amino}cyclohexyl)-3,5-bis(trif!uoromethyl)benzamide 


530 (M + H) 


1 


515 


(2E)-N-(cis-4-{[4--(dimethylamino)-5,6 l 7 > 8-tetrahydroquinazoIin- 
2-yl]amino}cyclohexyl)-3-(4-nitrophenyl)acrylamide 


465 (M + H) 


3 


516 


2-(2-bromophenyl)-N-(cis-4-{[4-(dimethylamino)-5,6 ( 7 f 8 
tetrahydroquinazolln-2-yl]amino}cyclohexyl)acetamide 


486 (M + H) 


3 


517 


N^cis^^^dimethylaminoJ-S.ey.B-tetrahydroquinazoljn^-yl] 
amino}cyclohexyl)-4-fluoro-3-methylbenzamlde 


426 (M + H) 


1 


518 


2-[(difluoromethyl)thioj-N-(cis-4-)[4-(dimetnyiamino;- 
S.ej.e-tetrahydroquinazolin^-yllaminoJcyclohexyObenzamide 


A.7R ItJI 4. H\ 


3 


519 


— _ _»• i ■ _ » 1 /_■ A IT A /—I? aI 1 ; \ 

2 l 5-dichloro-N-(cis-4-{[4-(dimethylammo)- 

S.e.^S-tetrahydroquinazoHn^-yQaminoJcyclohexyOthiophene- 

3-carboxamide 


ABO IKA 4. U\ 




wbW 


N-(cis-4-{[4-(dimetliylarnino)-5 ( 6 ) 7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-(propylthio)nicotinamjde 


469 (M + H) 


2 


521 


1-benzyl-3-tert-butyl-N-(cis-4-{[4-(dimethylamino)- 

5 ( 6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)-1H-pyrazole- 

5-carboxamide 


530 (M + H) 


2 
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Ex. No. 


compound name 


MS 


class 


5 


522 


3-tert-butyl-N-(cls-4-{{[4-(dimethylamino)- 
S.e^.e-tetrahydroquinazolin^-yllaminolcyclohexyO-l-mGthyl-l 

H-pyrazole-5-carboxamide 


454 (M + H) 


3 




523 


(2E)-N-(cls-4-{[4-(dlmethylamino)-5,6,7 l 8-tetrahydroquina2olin- 
2-yl]amino}cyclohexyl)-2-methyl-3-phenylacrylamide 


434 (M + H) 


3 


10 


524 


5-bromo-N-(cis-4-{[4-(dimethylarnlno)- 
S.ej.B-tetrahydroquinazoiin^-yllaminoJcyclohexylJnicotinamide 


473 (M + H) 


1 




595 


N-(cis^[4-(dimethylamino)-5 ( 6,7,8-tetrahydroquinazolin-2-yl] 
amino)cyclohexyl)-2-(1-naphthyl)acetamide 


458 (fVI + H) 


3 


15 


596 


1-tert-butvl-N-(cis*4-{[4-(dimethylamino)- 
5,67,8-tetrahydroquinazolin-2-yl]amino)<^clohexyl)-5-methy!-1H- 

pyrazole-3-carboxamlde 


454 (M + H) 


3 




527 


N^cis^^-tdimethylaminoJ-S^J.S-tetrahydroquinazoHn^-yl] 
amlno)cyclohexyl)-1-benzothiophene-3-cart)Oxamide 


450 (M + H) 


3 


20 


528 


2-[(cls-4-{[4-(dlmethylamino)-5 > 6 l 7 ( 8-tetrahydroquinazolln-2-yQ 
amino)cyclohexyl)amino]-2-oxo-1 -phenylethyl acetate 


466 (M + H) 


1 




529 


N-tcis^K-tdime^laminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino)cyclohexyl)benzamide 


394 (M + H) 


2 


25 


530 


N-tcis^^-tdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-1-benzothiophene-2-carboxamide 


450 (M + H) 


3 




531 


2-(benzyloxy)-N-(cis-4-{[4-(dimethylamino)- 
5,67,8-tetrahydroquinazolin-2-yl]amino)cyclohexyl)acetamide 


438 (M + H) 


2 


30 


532 


2-(4-chlorophenoxyl)-N-(cis-4-{[4-(dimethylamino)- 
S.ej.S-tetrahydroquinazolin^-yllaminoJcyclohexyOacetamide 


458 (M + H) 


2 






N-^cis-4^r4-fdimethvlamino)-5 i 6,7 I 8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)cyciohexanecarboxamide 


400 (M + H) 


3 


35 


534 


3-(2-chloroghenyl)-N-(cis-4-{[4-(dimethylamino)- 
CR7 a-tGtrahvdroauinazolin-2-vllanriino}cyclohexyl)- 
5-methylisoxazole-4-carboxamide 


509 (M + H) 


2 


40 


535 


1-(4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)- 
5 6 7 8-tetrahvdroQuinazolin*2-yl]amino}cycloh6xyl) 
cyclopentanecarboxamide 


496 (M + H) 


2 




536 


3-(2-chloro-6-fluorophenyl)-N-(cis-4-{[4-(dimethylamino)- 
5 6 7 s-tetrahvdroauinazolin-2-yl]amino}cyclohexyl)- 
5-methylisoxazole«4-carboxamide 


527 (M +-H) 


1 


45 


537 


3- chloro-N-(cis-4-{[4-(dimethylamino)- 

5 6 7 a-tetrahvdroauinazolin-2-yl]amino}cyclohexyl)- 

4- (isopropylsulfonyl)thlophene-2-carboxamide 


540 (M + H) 


3 


50 


5^R 


9^hioro-N-tais-4Wr4-(dimethylamino)- 
S.e^.e-tetrahydroquinazolin^-yllaminojcyclohexyl)- 

4-nitrobenzamide 


473 (M + H) 


3 




539 


N-(cis^[4-(dimemylaniino)-5 l 6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-1 ,3-dimethy]-1 H-pyrazole-5-carboxamide 


412 (M + H) 


£ 


55 


540 


N-tcis^^^dimethylaminoJ-S^J.S-tetrahydroquinazolin^-yl] 
amlno}cyclohexyl)-3,4-dimethoxybenzamide 


454 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


5 


541 


N-(cis^[4-(dimethylamino)-5,6 t 7 t 8-tetrahydroquina2olin-2-yl] 
amino}cyclohexyl)-3-fluorobenzamide 


412 (M + H) 


4 
1 




542 


N-(cis-4-{[4-(dimethylamino)-5,6 t 7,8-tetrahydroquinazolin-2-yl] 
amlno}cyclohexyl)-4-fluoro-3-(thfluoromethyl)benzamide 


480 (M + H) 


1 


10 


543 


N-Ccis^-tdlmethylamlnoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-5-methyt-2-phenyl-2H-1 ,2,3-triazole- 
4-carboxamide 


475 (M + H) 


2 




544 


N-(cis-4-)[4-(dimethylamino)-5 t 6,7,8-tetrahydroquinazolin-2-yll 
amino}cyclohexyl)-2-(4-methoxyphenoxy)-5-nltrobenzarTiide 


561 (M + H) 


1 


15 


545 


N-tcis^^-tdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-1 -naphthamide ; 


444 (M + H) 


3 




546 


N-(cis-4-{[4-(dimethylaniino)-5,6,7 t 8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-naphthamide 


444 (M + H) 


3 


20 


547 


N-tcis^H^-tdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-5-nltro-2-furamide 


429 (M + H) 


1 




548 


N-lcls^^^-tdlmethylamlnoJ-S.ej.S-tetrahydroquinazolln^-yl] 
amino}cyclohexyl)-2-phenoxyacetamide 


424 (M + H) 


1 ; 


25 


549 


N-tcis^K-ldimethylaminoJ-S.e^.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2-(2-nitrophenoxy)acetamide 


469 (M + H) 


3 




550 


N-(cis-4-([4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)quinoxaline-2-carboxamide 


446 (M + H) 


1 


30 


551 


N-tcis^^-ldimethylaminoJ-S^J.S-tetrahydroquinazolin^-yl] 
aminoJcyclohexyl)-3,4,5-trimethoxybenzamide 


484 (M + H) 


3 




552 


N-Ccis^-iK^dimethylaminoJ-S.e^.B-tetrahydroquinazolm^-yl] 
amino}cyclohexyl)-3-(thifluoromethyl)benzamide 


462 (M + H) 


1 


35 


553 


N-tcis^^-tdlmethylamlnoJ-S.ej.S-tetrahydroqulnazolin^-yl] 
amino}cyclohexyl)-4-(trifluoromethyl)benzamide 


462 (M + H) 


3 




554 


N-(cis-4^[4-(dimethylamino)-5,6 l 7 l 8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-(trifluoromethoxy)benzamide 


478 (M + H) 


3 


40 


555 


4,5-dimethoxy-2-nitrobenzyl(cis-4^4-(dimethylamino)- 
S.ej.B-tetrahydroquinazolin^-yllamino cyclohexyl)carbamate 


529 (M + H) 


3 




556 


N-(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-4-phenoxybutanamide 


452 (M + H) 


3 


45 


557 


2-bromo-N-(cis-4-{[4-(dimethylamino)-5 ( 6,7,8-tetrahydro- 
quinazolln-2-yl]amino}cyclohexyl)-5-methoxybenzamide 


502 (M + H) 


3 




558 


N-(cis-4^[4-(dimethylamino)-5 1 6 ( 7 J 8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-(pentafluorophenoxy)acetamide 


514 (M + H) 


3 


50 


559 


2-(3,4-dlmethoxyphenyl)-N-(cis-4-{[4-(dimethylamino)- 
5,6 f 7,8-tetrahydroquinazolin-2-yQamjno}cyclohexyl)acetamide 


468 (M + H) 


3 




560 


N-(cis^[4-(dimethylamino)-5 t 6 ( 7,B-tetrahydroquinazolin-2-yl] 
aminoJcyclohexyO^.S^-trifluorobenzamide 


448 (M + H) 


3 


55 


561 


N-(cl8^([4-(dimethylamino)-5,6 l 7.8-tetrahydroquinazolin-2-y0 
amino}cyclohexyl)cyciopentanecarboxamide 


QQfi (Kk 4. U\ 


3 




562 


N^cis^^-tdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
aminoJcyclohexyO^^-dlfluorobenzamide 


430 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


563 


N-(cis^[4-(dimethylamino)-5 ( 6,7.8-tetrahydroquinazolin- 
2-yljamlno}cyclohexyl)-3-phenylpropanamidG 


422 (M + H) 


3 


564 


N-(cis^[4-(dimethylamino)-5 t 6,7,8-tetrahydroquinazolin-2-yl] 
aminolcyclohexyO^.S^^-tetrafluorobenzamlde 


466 (M + H) 


3 


565 


N-tcis^^^dimethylamlnoJ-S.ej^-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2-ethoxy-1-naphthamide 


488 (M + H) 


3 


566 


N^cls^-HK-tdimethylaminoJ-S.ej^-tetrahydroquinwolin^-yl] 
aminoJcyclohexyO^.S^.S.e-pentafluorobenzamlde 


484 (M + H) 


3 


567 


N-(cis^[4-(dimethylamino)-5 ( 6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-4-[(trifluoromethyl)thio]benzamide 


494 (M + H) 


3 


568 


S^.S-trichloro-N-tcis^-i^-ldimethylaminoJ-S.ej.S-tetrahydro- 
quinazolin-2-y!]amino}cyclohexyl)thiophene-2-carboxamide 


502 (M + H) 


3 


569 


S.e^.B-tetrahydroquinazolin^-yllaminolcyclohexyOacetamide 


458 (M + H) 


1 


570 


o /o a Hi/«hlnrAnhon\/h.N»^rifi-4-/r4-fdimGthvlaniino)- 

5,6 t 7 f 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)- 
5-methylisoxazole-4-carboxamide 


543 (M + H) 


1 


571 


N-tcis^^-tdimethylaminoJ-S.ej^-tetrahydroquinazolin^-yl] 
amino}cyelohexyl)-2-phenoxynicotinamide 


487 (M + H) 


2 


572 


N-Ccis^^-tdimethylaminoJ-S^J.B-tetrahydroqulnazolin^-yl] 
amino)cyclohexyl)-2-(phenylthio)nicotinamide 


503 (M + H) 


3 


573 


N-tcis^^-CdimethylaminoJ-S.ej.B-tetrahydroquinazoHn^-yl] 
amino}cyclohexyl)-2-(4-methylphenoxy)nicotinamidG 


501 (M + H) 


1 


574 


m /«ie / jm /Himothvinmin^-fi 6 7 8-tetrahvdroouinazolin-2-yl] 
amlno}cycIohexyl)-4-[(dipropylamino)sulfonyl]benzamide 


557 (M + H) 


3 


575 


2-(4-chlorophenoxy)-N-(cis-4-{[4-(dimethylamlno)- 

c a t o tAtrahuHrnni iina7nlin-9-vl1aminolCVCloh6XVl)~ 

i>,o, f jO'iGiranyuruquinticuiiii'ic y ijai mi ivjwy wh-m w*; «/ 
2-mGthylpropanamidG 


486 (M + H) 


3 


576 


5-(4-chlorophenyl)-N-(cis-4-{(4-(dimGthylamino)- 

c e "7 a tatrahuHmm iino7nlin-9-\#llAminolCVCloh6XVh- 

o,D| i ,0"i6iranyQroquiricicuiii \~c. yijcu i m iv/wy wiwi •/ 
2-(trrfluoromGthyl)-3-furamida 


562 (M + H) 


3 


577 


3-tert^utyl-1-(2 > 4-dichlorobGnzyl)-N-(cis-4-{[4-(dimGthylarnino)- 

c r 7 q tAtroh%#rimnuina7olin-2>-vnaminolCVClOhGXVl)*1 H-DVraZOlG- 

5-carboxamide 


598 (M + H) 


3 


578 


6-chioro-N-(cls-4-{[4-(dimGthylamlno)- 

c fi 7 O tatrohv/Hrnni iina7nlin-^-vl1flmino1cVClohGXVh-2H- 

0,0,/ jO'iGiranyoroquinazuiiii & -yijanini*/n*y^iwin?A7«/ b> • 
chromenG-3-carboxamide 


482 (M + H) 


3 


579 


3-chloro-N-(cis-4-{[4'(dimGthylamino)-5,6,7,8-tctrahydro- 
quinazoHn^'yijamino/cyviuricAyiy t ^hhuuiwiiibuiw**;/ 
benzamide 


512 (M + H) 


3 


580 


N^cis^^^dimGthylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohGxyl)-2-[(4-mGthyl-2-oxo-2H-chromGn-8-yl)oxy] 

acGtamfde 


506 (M + H) 


3 


581 


N-tcis^^^dimGthylaminoJ-S^^.Q-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2-(2-thiGnyl)-1 >thiazolG-4<:arboxamidG 


483 (M + H) 


2 
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compound name 


MS 


class 


582 


N-Kcis^H^-idimetnylaminoj-S.ey.S-tetraty^ 
amino}cyclohexyl)methyl]-3-methoxybenzamide 


A1Q (KA j_ U\ 
4oo (Ivi + H; 


o 
o 


583 


3-bromo-N-[(cis-4^4-(dimethylamino)- 

S^^.S-tetrahydroquinazolln^-yllaminojcyclohexyOmethyl] 

benzamide 


486 (M + H) 


2 


584 


4-bromo-N-[(cls-4-{[4-(dimethylamino)- 

S.ej.S-tetrahydroquinazolin^-ylJaminoJcyclohexyOmethyl] 

benzamide 


486 (M + M) 


o 


585 


N-[(cis-4-{[4-(dimethylamino)-5 l 6,7 I 8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-2, 1 ,3-benzoxadiazole-5-carboxamide 


450 (M + H) 


3 


586 


3-chloro-N-[(cls-4-{[4-(dimethylamino)- 

5,6,7,8-tetrahydroquinazolin-2-yl]amino)cyclohe)(yl)methyl] 

benzamide 


442 (M + H) 


3 


587 


4-chloro-N-[(cls-4-{[4-(dlmethylamino)- 

S.ej.S-tetrahydroquinazolin^-yllaminoJcyclohexyOmethyl] 

benzamide 


442 (M + H) 


3 


588 


(2E)-N-[(cis-4-{[4-(dimethylamino)-5 > 6,7 > 8-tetrahydroquinazolin- 
2-yl]amino}cyclohexyl)methyl]-3-phenylacrylamide 


434 (M + H) 


3 


589 


4-chloro-N-{(cis-4-{[4-(dimethyiamino)- 

S.ej.S-tetrahydroquinazolin^-yqaminoJcyciohexyiJmethyl]- 

3-nitrobenzamide 


487 (M + H) 


3 


590 


2-(4-chlorophenyl)-N-[(cis-4-([4-(dimethylamino)- 

5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)methyl] 

acetamide 


456 (M + H) 


3 


591 


3-cyano-N-[(cis-44[4-(dimethylamino)- 

5,6,7,8-tetrahydroquinazolin-2-yi]amino)cyclohexyl)methyi] 

benzamide 


433 (M + H) 


3 


592 


3,5-dichloro-N-[(cis-4-{[4-(dimethylamino)- 

S^J.S-tetrahydroquinazoiin^-yllaminoJcyclohexyOmethyi] 

benzamide 


476 (M + H) 


3 


593 


3,4-dichloro-N-[(cis-4-{[4-(dimethyiamino)- 

S.ej^-tetrahydroquinazoiin^-yllaminoJcyclohexyOmethyl] 

benzamide 


476 (M + H) 


3 


594 


N-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-2,2-diphenylacetamide 


498 (M + H) 


3 


595 


N-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyG-3,4-difluorobenzamide 


444 (M + H) 


3 


596 


N-Kcis^-^^dimethylamlnoJ-S.ey.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyl]-3,5-difluorobenzamide 


444 (M + H) 


3 


597 


2-(2,5-dimethoxyphenyl)-N-[(cis-4-{[4-(dimethylamino)- 

S.S.^S-tetrahydroquinazolin^-ylJaminoJcyciohexylJmethyl] 

acetamide 


482 (M + H) 


3 


598 


N-[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-2-(ethyithio)nicotinamide 


469 (M + H) 


1 


599 


N-[(cis-4-{[4-(dimethyiamino)-5,6,7.8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-4-fluorobenzamide 


426 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


600 


N-[(cis-4^[4-(dimethylamjno)-5,6 ( 7,8-tetrahydroquina2olin-2-yl] 
amino}cyclohexyl)methyl]-3-fluoro-5-(trifluoromethyl)benzamide 


494 (M + H) 


3 


601 


2 l 4-dichloro-N-[(cis-4-{[4-(dimethylamino)- 
S.e^.S-tetrahydroquinazolln^-yllamlnoJcyclohexylJmethyl]- 

5-fluorohfin7«mirlA 

w 1 IUUI UUOI l&OI 1 IIUO 


494 (M + H) 


3 


602 


N-^cis^^^dimethylaminoVS.SJ.S-tetrahydroquinazolin^-yl] 

a in i n rtW*w*lo h pyvhnn At hv 11 h ay a n Am i dA 
oil in iuj^yv»i\ji icAy iji i iovi ly iji ioaoi icu ihuo 


402 (M + H) 


3 


603 


N-Kcis^K^djmethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 

Aminnirn#rMrthAvvhmAthvn^-inrfnhAn7ArniriA 
an in iujuyL»iui lUAy iji i iou lyij^t iuuuudi iccu niuo 


534 (M + H) 


3 


604 


N-[(cis-4-{t4-(dimethylamino)-5,6 ( 7,8-tetrahydroquinazolin-2-yl] 
arninu|wywiwn6Ayi^iricu lyij * leinyiiniujnicuunajiiiutf 


455 (M + H) 


3 


605 


N-[(cis-4-{[4-(dimethylamino)-5,6,7.8-tetrahydroquinazolin-2-yl] 

a rr*l n a K avuh nrt At hi/ 11 >A*m AtHwl •Q-n it mho n 7£>m IH a 
cut in lUjwywiuiioAyiyiiiou iyij^+ "i i icu iyi*o i miiuuci izcu i nut? 


467 (M + H) 


3 


606 


N-[(cis-4-{[4-(dimethylamino)-5 > 6,7 l 8-tGtrahydroquina2olin-2-yl] 
amino}cyclohGxyl)methyl]-3-nitrob8nzamlde 


453 (M + H) 


3 


607 


N-((cis^-{[4-(dimethylarnino)-5 t 6,7,8-tetrahydroquinazolin-2-yl] 
arnino}yclohexyl)methyl]-2-phenylacetamide 


422 (M + H) 


3 


608 


(2R)-N-{(cis-4-3 {[4-(dimethymino)-5,6,7,8-tetrahydroquinazolin- 

2-y0amino}cyclohexyl)methyl]-2-phenylcyclopropane- 

carDoxarniue 


448 (M + H) 


3 


609 


N-Kcjs^-fK-fdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 

aminM/nirlnhavuhmothull.1 *3-hAn7ftHirtVAlA-.f^-f*arfaftYAnriiriA 
at I IlilUJUyolUi lUAy t^l i itSli iy IJ" 1 ,0 UoiitUvJiUAulo u^aiuuAaiiHUD 


452 (M + H) 


3 


610 


N4(cis-4-[4-(dimethylamino)-5,6 t 7,8-tetrahydroquinazolin-2-yl] 

aminn\/H/rlnhov\f INm Ath%/i1_9_r"khAnf%vwHi ita namIHa 

ainino/cycioneAyijrneinyij~£~pnen 


466 (M + H) 


3 


611 


N-[(cis-4-{[4-(dimethylamino)-5,6 l 7,8-tetrahydroquinazolin-2-yl] 

fcirninojcyciunBAyiyrTieiFiyij"fc"piitsi 


452 (M + H) 


3 


612 


N-((cjs^-{[4-(dimethylamino)-5,6,7,8-tetrahydroquina2olin-2-yl] 
am i no jcy ciu n exy i )m ei ny i j ~o~m trinyiDon^cuiiiuo 


422 (M + H) 


3 


613 


N-[(cis-4-{[4-(dimethylamino)-5,6 ( 7,8-tetrahydroquinazlin-2-yl] 

QminMrurlnhflvuhm Athwll-^..mAth\/IHAn7AmiHA 

arnino/5^cioneAyi^rnBLnyij^~rTieuiyiue 


422 (M + H) 


3 


614 


N-[(cis-4-{[4-(dimethylamino)-5,6 t 7,8-tetrahydroquinazolin-2-yl] 

ominr»lr*wr»lr»hAv\il^nrt Athwllthinrth ono^rarf'tAyamiHo 
at Till JU/UyUlUi IcAyl )J I IcliiyiJLluUiJMWNW t L»aiuUAai I liuw 


414 (M + H) 


3 


615 


N-Kcis^-i^-JdimethylajrninoJ-S^J.e-tetrahydroquinazolin^-yl] 

an iiiiUjwywiuiiOAyiJI (loll lyij t lyyauoiaii iiuo 


428 (M + H) 


3 


616 


N-[(cis-4^[4-(dimethylamlno)-5,67,84etrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-3-(trifluororriethox7)benzamide 


492 (M + H) 


3 


617 


benzyI[(cls-4-{[4-(dimethylamino)-5 ( 67,8-tetrahydroqulnazolin- 
2-yl]amino}cyclohexyl)methyl]carbamate 


438 (M + H) 


3 


618 


4-nltrobenzyl[(cis-4-{[4-(dimethylam}no)- 

S.ey^-tetrahydroquinazolin^-yOaminoJcyclohexyOmethyl] 

carbamate 


483 (M + H) 


3 


619 


4-bromo-N-[(cis-4-({t4-(dimethylamfno)- 

5,673-tetrahydroquinazolin-2-yl]amino}cyclohex7l)methyl]- 

3-methylbenzamlde 


500 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


620 


N-{(ci3^[4-(dlmethylamino)-5,6J,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-3-iodobenzamide 


534 (M + H) 


3 


621 


3-chloro-N-[(cis-4-{[4-(dlmothylamino)-5 l 6 1 7,8-tetrahydro- 
quinazolin-2-yl]amino}cyclohexyl)methyl]-2-fluorobenzamidG 


460 (M + H) 


3 


622 


N-[(cls-4^[4-(d^methyIamlno)-5,6 I 7 l 8-tetrahydroqu^nazolin-2-yl] 
amino cyclohexyl)methyl]-2,3-difluoro-4-methylbenzamide 


458 (M + H) 


3 


623 


2-chloro-N-[(cls-4-{[4-(dimethylamino)- 

S.ej.B-tetrahydroquinazolin^-yllaminoJcyclohexyOmethyl]- 

4-fluorobenzamide 


460 (M + H) 


3 


! 624 


3-chloro-N-{(cls-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)methyl]- 

£ ,*+ UM IUUI \J\JX3\ IZ.GM 1 IIUO 


478 (M + H) 


3 


625 


N-[(cls-4-{[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl] 
a ml n n i eve 1 o h e w hm et h vll -2- fohenvfth I o ) acetam i do 

CU III 1 lUJUjwIUi ICAj IJ1 1 1011 ty IJ ij I*' ti\* iui 1 i i^w 


454 (M + H) 


3 


626 


N-Kcis^^-tdimethylamino^S.ej.S-tetrahydroqulnazolln^-yl] 
flminn^rvclohewhmethvn-2-fluoro-3-rtrifluoromethvnbenzarnid0 


494 (M + H) 


3 


627 


N-Kcis^^^^dimethylaminoJ-S.ey.S-tetrahydroquinazolin^-yl] 
flmino)rvclohe^hmethvll-2-fluoro-5-ftrifluoroiT)ethvhbenzarnide 

CM 1 II 1 1 w JVI wlwl 1 WAV 1 II 1 1 Oil 1 w IJ t- IIUUI V W ^11 II iuwi wi I iwu I j lynvi ihw i hww 


494 (M + H) 


3 


626 


N-[(cis-4^[4-(dimethylamino)-5 l 6 l 7 I 8-tetrahydroquinazolin-2-yl] 
flmino\cvcloheyvhmethvll-2-Dhenvlbutanamide 

CUIllllw/V»ywlWI IwAJTiyi 1 Iwllljf IJ £- iwi I j Ik/ w vt*i iiai i n\*w 


450 (M + H) 


3 


629 


N-Kcis^^-tdimethylaminoVS.ej.B-tetrahydroquinazolin^-yl] 
flmino)cvcloh6)whmethvlV2-/3-methoxvDhenvl)acetanriid8 


452 (M + H) 


3 


630 


N-Kcis^K-tdimethylfcUTiinoVS.ey.S-tetrahydroquincizolin^-yn 
flminolcvcioheYvhmethvll-2-^4-fluoroDhenvl^acetarriide 

CU 111 II UJwj WlUI IwAj iyi 1 Ijr IJ y~ uuwi v^i i«ii j ipwwiw i iimm 


440 (M + H) 


3 


631 


N-Kcis^K-tdimethylaminoJ-S.ey.S-tetrahydroquinazolin^-yl] 
flminnlrvrlohPwnmethvl1-2-/4-methoxvDhenvhacetamido 

Cll III! lw|i*y^«IWI ICAjfl^M Idi IJf IJ £• y~ 1 1 iou i wa j j*i iw 1 1 j i^uwwum p ii m*# 


452 (M + H) 


1 


632 


N-Kcis^WdimethylaminoJ-S^J.S-tetrahydroquinazolin^-yl] 

CMIIII lUfWYwIUI ICAyiyi 1 Iwll ItIJ w IMdlijM b i^u inuvi wi i ibii i j i^ w imiwiiiiww 


480 (M + H) 


1 


633 


N-Kcis^K-JdimethylamlnoJ-S.ej.e-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyl]-2,5-dimethyl-3-furamide 


426 (M + H) 


3 


634 


N-[(cis-4^4-(dimethy!am^ 
amlno}cyclohexyl)methyl]-2-ethoxybenzamide 


452 (M + H) 


3 


635 


3- chloro-N-t(cis-4-{[4-(dimethylamino)- 
5,67,8-tetrahydroquineizolln-2-yl]cVTiino}cyclohexyl)methyl]- 

4- fluorobenzamide 


460 (M + H) 


3 


636 


N-[(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino cyclohexyi)methyt]-3-fiuoro-4-methylbenzamide 


440 (M + H) 


3 


637 


2-cyclopentyl-N-[(cis-4-{[4-(dimethyiamino)- 

5,67^-tetrahydroquineuolin-2-yQcvnino}cyclohexyl)methyl] 

acetamide 


414 (M + H) 


3 


638 


ii r / ,_■ ^_ . 4 tr A * Jt _ a.i — J * — — % ^ ^> ^ O 4A^pA^ii«4rA/ii iinn<* aISa O till 

N-[(cis-4-{[4-(dimethylamino)o^ 
amino}cyclohexyl)methy0-3,5-dimethoxybenzamide 


AAA fkA j. I— I \ 


q 
o 


639 


4-cyano-N-[(cis-4-{[4-(dimethylamino)- 

5,67 f 8-tetrahydroquinazolin-2-yl]amino}cyclohexyi)methyl] 

benzamide 


433 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


640 


N-[(ci3-4-{[4-(dimethylamjno)-5,6 f 7,8-tetrahydroquina2olin-2-yl] 
aminoJcydohexyOmethyll-S.S-bisftrifluoromethyObenzamide 


544 (M + H) 


3 


641 


(2E)-N-[(cis-4-{[4-(dimethylamino)-5 ( 6 < 7 I 8-tetrahydroquinazolin- 
2-y0amino]cyclohexyl)methyl]-3-(4-nltrophenyl)acrylamide 


479 (M + H) 


2 


642 


2-(2-bromophenyl)-N-[(cis-4-{(4-(dimethylamlno)- 

S.e^.S-tetrahydroquinazolin^-yllaminoJcyclohexyOmethyl] 

acetamide 


500 (M + H) 


3 


643 


N-[(cis-4-{[4-(dimethylamino)-5 l 6 l 7.8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methy0-4-fluoro-3-methylbenzamido 


440 (M + H) 


2 


644 


2-[(dlfluoromethy0thio]-N-[(cis-44[4-(dimethylamino)- 

S.ey.S-tetrahydroquinazolin^-yllaminolcyclohexyOmethyl] 

benzamide 


490 (M + H) 


3 


645 


2 l 5-dichloro-N-[(cls-4-{[4-(dimethylamino)- 

S.e.^S-tetrahydroquinazolin^-yllamlnolcyclohexyOmethyl] 

thiophene-3-carboxamide 


482 (M + H) 


3 


646 


N-Kcis^^-tdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyc!ohexyl)methyl]-2-(propytthio) nicotinamide 


483 (M + H) 


1 ! 


647 


l-benzyl-S-tert-butyl-N-Kcis^^-tdimethylaminoJ-S.ej^-l 

tetrahydroquinazolin-2-yl]amino}cyclohexyl)methyl]-1H-pyrazole- 

5-carboxamide 


544 (M + H) 


3 


648 


3-tert-butyl■N-[(cis-4^[4-(dimethylamino)- 
S.ej.S-tetrahydroquinazolln^-yflaminolcyclohexyOmethyl]- 
1 -rneinyi-i n~pyra£Uit7~9~caiuuAcuTiiuci 


468 (M + H) 


3 


649 


(2E)-N-[(cis-44[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin- 
t-yijami nojcycionexy ijmeinyij~fc"rneinyi -o-pnenyiauryianuue 


448 (M + H) 


3 


650 


S-bromo-N-Kcis^^^dimethylaminoJ-S^J.S-tetrahydro- 
quinazolin-2-yi]amino}cyclohexyl)-methyl]nicotinamjde 


487 (M + H) 


3 


651 


N-[(cis^[4-(dimethylamlno)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-2-(1-naphthyl)acetamide 


472 (M + H) 


3 


652 


1-tert-butyl-N-[(cis-4^[4-(dlmethylamino)■ 
S.e^.e-tetrahydroquinazolin^-yllamlnolcyclohexyOmethyl]- 

(\.mathwl.M.nwra7rtlo.^.rQrhnvamiHo 

o-rneinyi-n-pyrc^uie"0"uaruu*aii iiutj 


468 (M + H) 


3 


653 


N-Kcis^^-tdimethylaminoJ-S.e^.B-tetrahydroquinazolin^-yl] 
amino}cyelohexyl)methyl]-1-benzothiophene-3-caitoxamide 


464 (M + H) 


3 ! 


654 


N-[(cis-4-{[4-(dimethylamino)-5,6 l 7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]biphenyl-4-carboxamide 


484 (M + H) 


3 


655 


2-bromo-N-[(cis-4-{[4-(dimethylamino)- 

5 l 6,7,8-tetrahydroquinazolin-2-yl]8jnino}cyclohexyl)methyl] 

benzamide 


486 (M + H) 


3 


656 


2,6-dichloro-N-[(cis-4-{[4-(dimethylamino)- 

S.e^.B-tetrahydroquinazolin^-yilaminoJcyclohexylJmethyl] 

benzamide 


476 (M + H) 


2 


657 


N-Kcis-^^-fdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyl]-2-iodobenzamide 


534 (M + H) 


3 


658 


N-[(cis-4-{[4-(dimethylamino)-5,6 ( 7 t 8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-2-methylbenzamide 


422 (M + H) 


3 
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Ex. No. 


compound nam* 


MS 


class 


5 


659 


2,3-dichloro-N-[(cis-4-{[4-(dimethylamino)- 
5!6,7,8-tetrahydroquina^olin-2-y0amino}cyclohexyl)methyl] 

benzamlde 


476 (M + H) 


3 




660 


2^hloro-N^(cls-4-{[4-(dimethylamino)-5,6 l 7,8-tetrahydro- 
quinazolin-2-yl]amino}c^clohexyl)methy!]-5-fluorobenzaniide 


460 (M + H) 


3 


10 


661 


N-Ucis^^-tdlmethylaminoJ-S.ej.S-tetrahydroquinazolin^-yQ 
amino)cyclohexyl)methyl]-9-oxo-9H-fluorene-4-carboxamide 


510 (M + H) 


3 




662 


N-Wcis^^-tdimethylaminoVS^J.B-tetrahydroquinazolin^-yl] 
aminolcyclohexyOmethyll^.S.e-trlfluorobenzajmide 


462 (M + H) 


3 


15 


663 


N-Kcis^-i^^dimethylaminoVS.ej.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyQ-2,3-dtfluorobenzamide 


444 (M + H) 


3 




664 


N-Kcis^^-tdimethylaininoVS.e^.B-tetrahydroquinazolin^-yl] 
aminoJcycIohexyOmethyll^.e-dlfluorobenzamide 


444 (M + H) 


3 


20 


665 


N-[(cis-4^p-(dimethylamino)-5,6,7,8-tetrahydroquinazohn-2-yl] 
amino}cyclohexyl)methyl]-2-fluoro-6-(trlfluoromethyl)-benzamide 


494 (M + H) 


3 




666 


N-Kcis^^^dimethylamino^S.e^.S-tetrahydroquinazolin^-yl] 
amino}cyclohe)(yl)methyl]-2,4 p 6-trimethylbenzamide 


450 (M + H) 


2 


25 


DO/ 


p-rhioro-N-rfcis^-M-fdimethvlamlnoJ-S.e^.S-tetrahydro- 
quinazolin-2-yl]amino}cyclohexyl)methyl]-6-fluorobenzannide 


460 (M + H) 


2 




668 


2,4,6-trichloro-N-[(cis-4-{[4-(dimethylamino)- 

* fi 7 fi4etrahvdroauinazolin-2-Ynamino}cyclohexyl)methy[] 

benzamlde 


510 (M + H) 


1 


30 


669 


(2E)-3-(2-chlorophenyl)-N-[(cis-4-{[4-(dimethylamino)- 
* fi 7 a-tetrahvdroauinazolin-2-vllamino}cyclohexyl)methyl] 

acrylamide 


468 (M + H) 


3 


35 


670 


R^hinrn-Ni-r^cls-4-ir4-fdimethvlamino)-5,6 1 7,8-tetrahydro- 

quinazolin-2-yl]amino)cyclohexyl)methyl]-2-fluoro- 

3-methylbenzamide 


474 (M + H) 


3 




671 


2-chloro-N-[(cis-4-{[4-(dimethylamino)-5,6 t 7,8-tetrahydro- 
quinazolin-2-yl]amino}cyclohexyl)methyl]-3,6-difluorobenzamide 


478 (M + H) 


3 


40 


672 


IM [(cis 4{[4 (dimethylamlnoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyelohexyl)methyl]-2,3-dlmethylbenzamlde 


436 (M + H) 


3 




673 


5-bromo-N-(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)thiophene-2-carboxamlde 


473 (M + H) 


2 


45 


674 


N-(cls-4^[4-(dimethylaniino)quinolin-2-yl]arnino}cyclohexyl)- 
2-(2,3,6-trlchlorophenyl)acetamide 


505 (M + H) 


3 




675 


2-(2^hloro-4-fluorophenyl)-N-(cis-4^4(dimethylamino)quinolin- 
2-yl]amino}cyclohexyl)acetamide 


455 (M + H) 


3 


50 


676 


5-(4^hloro-2-nitrophenyl)-N-(cis^[4-(dimethylaniino)quinolin- 
2-yl]amjno)cyclohexyl)-2-furainjde 


534 (M + H) 


2 




677 


5^hloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)thiophene-2-carboxamide 


429 (M + H) 


o 
c. 


55 


678 


N-(cis-44[4-(dimethylaniino)quinolin-2-yl]amino}cyc!ohexyl)- 
2,3-dlphenylpropanamlde 


493 (M + H) 


3 
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Ex. No. 


compound name 


MS 




5 


679 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
3-(2-hydroxyphenyl)propanamido 


433 (M + H) 


3 




680 


N-(cis-44[4-(dimethy^ 

5-iodo-2-furamido ^ 


505 (M + H) 


1 


10 


681 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino]cyclohexyl)- 
2-(2-iodophenyl)acetamide 


529 (M + H) 


2 




682 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohe)cyl)- 
2-(5-methoxy-2-methyl-1H-indol-3-yl)acetamide 


486 (M + H) 


2 


15 


683 


(2E)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)- 
3-(3-nitrophenyl)acrylamlde 


460 (M + H) 


2 




684 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
3-oxoindane-1 -carboxamide 


443 (M + H) 


3 


20 


685 


2-benzyl-N-(cis-4-{[4-(dimethylamjno)quinolin-2-yl]amino} 
cyclohexyl)benzamide 


479 (M + H) 


3 




686 


2,2^i6(4^hlorophenyl)-N-(cis^1[4-(dimethylamino)quinolin- 
2-yl]amino)cyclohexyl)acetamide 


547 (M + H) ~ — " 


2 


25 


687 


N-(cis-4H[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)- 
5-(4-methyl-2-nitrophenyl)-2-furamide 


514 (M + H) 


3 


688 


N-(cis^[4-(dlmethylamjno)quinolin-2-yl]amino}cyclohexyl)- 
5-nltrothiophene-2-carboxamide 


440 (M + H) 


1 




689 


N-(cis-4^4-(dimethylamino}quinolin-2-yl]amino cyclohexyl)- 
3-methyl-4-nitrobenzamide 


448 (M+H) ~~ 


1 


690 


N-(ci3-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
3-methoxy-4-nitrobenzamide 


464 (M + H) 


1 




691 


1-benzyl-N-(cls^[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)-1 H-lndole-3-carboxamide 


518 (M+H) 


3 


35 


692 


3-acetyl-N-(cls^-{[4-(dimethylamino)quinolin-2-yl]amino] 
cyclohexyl)benzamide 


431 (M + H) 


3 




693 


(2R)-2-benzoyl-N-(cis-4-{[4-(dimethylamino)quinohn-2-yl]amino} 
cyclohexyl)cyclohexanecarboxamide 


499 (M+H) 


3 


40 


694 


5-bromo-N-(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)-2-furamide 


457 M + H) 


1 




695 


3K^lohexyl-N-(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino 
cyclohexyl)propanamide 


423 (M + H) 


3 


45 


696 


N-(cis^[4-(dimethylamino)quinolin-2-yl]ammo)cyclohexyl)- 
24(4-methylpyrimidin-2-yl)thio]acetamide 


451 (M + H) 


3 




697 


5(4^hlorophenyl)-N-(cls^[4-(dimethylamino)quinolin-2-yl] 
amlno}cyclohexy l)-2-f u ramide 


489 (M+H) 


3 


50 


698 


3-(3,4-dichlorophenyl)-N-(cis^-{[4-(dimethylamino)qulnolin-2-yn 
amino}cyclohexyl)propanamide 


485 (M + H) _ 


3 




699 


2-(3,4-dichlorophenyl)-N-(cjs^-{[4-(dimethylamino)qumolm-2-yl] 
amino)cyclohexyl)acetamide 


hi 1 \yl\ + ri ) 


3 


55 


700 


N-(cis^[4-(dime%lamino)quinolin-2-yl]amino)cyclohexyl)- 
2-(4-hydroxy-3 l 5-dimethoxyphenyl)acetamide 


479 (M + H) 


3 
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Ex. No. 


compound name 


MS 


clasa 


701 


4,5-dibromo-N-(cis^[4-(d^ 
cyclohexyl)thiophene-2-carboxamide 


f-r- 4 /II , M \ 

551 (M + H) 


o 
c. 


702 


2-(3,5-dimethoxyphGnyl)-N-(cis^[4-(dimethylamino)quinolin- 
2-yQamlno}cyclohexyl)acetamide 


463 (M-fH) 


q 


703 


2-(3,5-dkert-butyM-hydroxyphenyl)-N-(cls-4-{[4-(dimethylamlno) 
quinolin-2-yl]amino}cyclohexyl)acetamide 


531 (M + H) 


«a 
o 


704 


N .2. | N-6-dibenzoyl-N-(cls.4-{[4-(dimethy!amino)quinolin-2-yl] 
amino}cyclohexyl)lysinamide 


621 (M + H) 


3 


705 


3-(dimethylamino)-N-(cis-44[4-(dimethylamino)quinolin-2-yl] 
anuno}cyclohexyl)benzamide ^ 


432 (M + H) 


3 


706 


4,5<libromo-N-(ci8^4-{[4-(dimethylamino)quinolin-2-yllamino} 
cyclohexyl)-2-furamide 


~~ 535 (M + H) 


1 


707 


N-(cis-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
4-(4-fluorophenyl)-4-oxobutanamide 


463 (M + H) 


3 


708 


N-(ci6^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2-(2-fIuorobiphenyl-4-yl)propanamide 


511 (M + H) 


3 


; 709 


tert-butyl {(1 S)-1 -[(1 -benzyl-1 H-imidazol-4-y l)methyl]-2-[(cls-4.{ 
[4-(dimethylamino)guinolin-2-yl]amino}cyclohexyl)amino]- 

2-oxoethyl}carbamate 


612 (M + H) 


3 


710 


N-(cis-4-1[4-(dlmethylamino)quinolin-2-yl]amino)cyclohexyl)-2- 
(M [4-(1 -oxo-1 ,3-dihydro-2H-isoindol-2-yl)phenyl]propanamide 


548 (M + H) 


3 


711 


N-(cis-44[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)- 
2-(1 H-indol-3-yl)acetamide 


442 (M + H) 


1 


712 


N.(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2-(5-methyl-2-phenyl-1,3-thiazol-4-yl)acetamlde 


500 (M + H) 


3 


713 


N-(cls^[4-(dimethylamlno)quinolln-2-yl]amlno)cyclohexyl)- 
2-(6-methoxy-3-oxo-2,3-dihydro-1 H-inden-1 -yl)acetamide 


487 (M + H) 


3 


714 


N-(cis^-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-2- 
{1-[(4-methoxybenzyl)thio]cyclohexyl}ac8tamide 


561 (M + H) 


3 


715 


N-(cis^[4-(dimethylannino)qulnolin-2-yl]arTiino}cyclohexyl)- 
2-(7-methoxy-2-oxo-2H-chromen-4-yl)acetamide 


501 (M + H) 


3 


716 


N-(cis^[4-(dimethylannino)quinolin-2-yl]amino}cyclohexyl)- 
2-(1H-indol-3-ylH-oxo-4-phenylbutanamid 


~~ 560 (M + H) 


2 


717 


4-(4-bromophenyl)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl) 
amino}cyclohexyl)-2-(1H-indol-3-yl)-4-oxobutanamide 


638 (M + H) 


3 


718 


N-(cis-4^4-(dimethylamino)q^ 

3 l 5-dimethyl-2-[({[4(trifluoromethoxy)phenyl]amino}-carbonyl) 
amlno]benzamide 


635 (M + H) 


3 


719 


S.S^ichloro-N-Ccis^^-tdimethylaminoJquinolin^-yQamino} 
cyclohexyl)-2-[(3-phenylprop-2-ynoyl)amino]benzamide 


600 (M + H) 


3 


720 


4-(4-tert-butylphenyl)-N-(cis*4^[4-(aimetnyiamino;quinonn e. yij 
amino}cyclohexyl)-2-(7-ethy]-1H-indol-3-yO-4-oxobutanamide 


644 (M + H) 


3 


721 


4-(4-tert-butylphenyl)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yn 
amino}cyclohexyl)-2-(1 -methyl-1 H-indol-3-yl)-4-oxobutanamide 


630 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


722 


N-(cis-4^4-(dime%lamino) 

2-(1 -methyl-1 H-indol-3-yl)-4-(4-methylphenyl)-4-oxobutanamido 


588 (M + H) 


3 


723 


N-(2,4-dtehlorophenyl)-2-{2-[(cis-4-{[4-(dimethylamino)quinolin- 
2-yl]aniino}cyclohexyl)anilno]-2-oxoGthyl)benzamlde 


590 (M + H) 


3 


724 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 

2- methyl-1 -(3-morpholin-4-yipropyl)-5-phenyl-1 H-pyrrole- 

3- carboxamide 


rnr /II i i\ 

595 (M + H) 


3 


725 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
4- f 4- n itroD h en vl )b ut a n am ide 

"T l"T Mill VwMWIIJiyVMiMi IUI 1 IIMV 


476 (M + H) 


3 


726 


(2E)-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
^-fp-nitrnnhenvnacrvlamide 

O \C \ liu ujji ioi lyiyawi y icw i nue 


460 (M + H) 


3 


727 


N-(cis-4^4-(dimethylamino)quinolin-2-yl)amino}cyclohexyI)- 


495 (M + H) 


3 ! 


728 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 

9- (A-n h p n nvun h p nvh acatam Ida 


495 (M + H) 


3 


729 


N.( C j S -4^[4-(dimethylainino)qulnolln-2-yl]amino}cyclohexyO 


518 (M + H) 


2 


730 


N2-benzoyl-N5-(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino} 

/~\/^lnhaw/l\.M1 Ml -Hinrnnx/lnlutamannida 
Cyciuntzxyi ) VH i i viipiupyiyiuim i io* i iivjw 


601 (M + H) 


3 


731 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 


481 (M + H) 


3 


732 


N-(cis^[4-(dimethylej™ 

9W9-nhpn\/iAth\/hhAn7arnida 
^ ^c. pi mi iy ion ly i/i/oi ic.01 1 nu« 


493 (M + H) 


3 


733 


3-bonzoyl-N-(cis^[4-(dimethylamjno)quinolin-2-yl]amino} 

cyci uncAy i / u tsi i£eu i nut? 


493 (M + H) 


3 


734 


N-(cis^[4-(dlmethylamino)quinoljn-2-yl]amino}cyclohexyl)- 

o./athvtth irO-9 9-dinh pnvlflpfttamida 


539 (M + H) 


3 


735 


2-[(2-cyanophenyl)thio]-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl] 

ami nojuy^iui icAy i/uci iz.ai i nuo 


522 (M + H) 


3 


736 


2-[4-(benzyloxy)-3-methoxyphenyl]-N-(cis-4-{[4-(dimethylamino) 
niiinftlin-P-vllflminolcvclohexvhacetajTiide 

U LIU 1 w ill 1 & y IJQI 1 III IWjwy wlwi i w^y i^awwkw* i ii^w 


539 (M + H) 


3 


737 


N-(cis^^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
_M'-r/i RV1 -M -nnnhthvh AthvllDhthalamide 


586 (M + H) 


3 


738 


(2S)-2-(3-benzoylphenyl)-N-(cis-4-{[4-(dimethylamjno)quinolln- 

0 -\# 11 a mi n Mrur 1 n h pxvh Drooan am Ida 
c. y \jai i in iu/vywiui icAy vK w r '™ 1 


521 (M + H) 


3 


739 


N'-(cis^-{[4-(dimethylam^ 
bls[(1S)-1 -phenylethyl]phthalamlde 


640 (M + H) 


3 


740 


(2S)-N-(cls-4-{[4-(dimethylamlno)quinoHn-2-yl]amino}cyclohexyl)- 
2-(2-fluorobiphenyl-4-yl)propanamide 


511 (M + H) 


3 


741 


2-[(4-chlorobenzyl)thK)j-4-(4^nioro^ 

[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)- 

4-oxobutanamide 




3 


742 


2-[(4-chlorobenzyl)thio]-N-(cis-4^4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)-4-(4-methylphenyl)-4-oxobutanamide 


615 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


"7 AO 

743 


m //«ie AjfA Mimothwlflmino^auinolin-2-vllarnino)cvclohexvl)-2-{ 
(1 E)-5-fluoro-2-methyM -[4-(methyteulfinyl)benzylidene]-1 H- 
inden-3-yl}acetamide 


623 (M + H) 


3 


744 


N-(cls^[4-(dimethylarnlno)quinolin-2-yl]amlno}cyclohexyl)- 
2-[4-(2-thieny!carbonyl)phenyl]propanamide 


527 (M + H) 


3 


745 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
4-oxo-4-(2-thienyl)butanamide 


451 (M + H) 


3 


746 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
4-(2-thienyl)butanamide 


437 (M + H) 


3 


747 


N-(cis^[4-(dimethylamino)quinolin-2-yi]amino}cyclohexyl)- 
2-(2,4 > 6-trichlorophenoxy)acetamide 


521 (M + H) 


2 


748 


2-[5-(benzyloxy)-1H-indol-3-yl]-N-(cis-4-{[4-(dimethylamino) 
quinolin-2-yl]amino}cyclohexyl)acetamide 


548(M + H) 


3 


749 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2-(1 -naphthoyl)benzamide 


543 (M + H) 


3 


750 


3-(benzyloxy)-N-(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexylM-methoxybenzamide 


525 (M + H) 


2 


751 


N-(cis^^[4-(Qirn6tnyiarninoj^ 

2-methyl-1 ,5-diphenyM H-pyrrole-3-carboxamide 


544 (M + H) 


3 


752 


M2-[(2^hloro-o-TluoroDenzyijiniojeinyi-(N-^ci5 \ 
[4-(dimethylamino)quinolin-2-yl]amino}c^clohexyl)-2-methyl- 
5-phenyl-1 H-pyrrole-3-carboxamide 


670 (M + H) 


3 


753 


N-(cis-44[4-(dimethyle^ino)quinolin-2-yl]amino}cyclohexyl) 
anthracene-9-carboxamide 


489 (M + H) 


3 


754 


N-(cls^[4-(dimethylamino)quinolin-2-yl]amlno)cyclohexyl)- 
2-phenoxybenzamide 


481 (M + H) 


2 


755 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}(^iohexy0 
biphenyl-2-carboxamide 


465 (M + H) 


3 


756 


Kt /~:_ a it a Ms«wtAtkuiamtnf\\ni iinAlin-9-uflsinninolciiclohfiXVlV 

N-(cis-44[4-(dinieinyiarnino;quinoiin-£ yijaniinujuyoiui ica/i; 
S.S-diphenylpropanamideS.S-diphenylpropanamide 


493 (M + H) 


3 


757 


N"(cis^^[4-(Q)iTi6inyiaiTiino;quinoiin*fc" ,oa j'/ 
2-phenylquinoline-4-carboxamide phenylquinoline- 
4-carboxamide 


516 (M + H) 


2 


758 


N-(cis-4-([4-(dimethylamino^^ 
-N'-[(1 S)-1 -phenylethyl]phthalamlde 


536 (M + H) 


3 


759 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}c^clohexyl)- 
2-(4-methylbenzoyl)benzamide 


507 (M + H) 


3 


760 


N-(cis^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl)- 
2-(phenoxymethy!)benzamide 


495 (M + H) 


3 


761 


2-[4-(4-chlorophenyl)-2-phenyl-1,3-thjazol^yl]-N-(cis-4-{ 
[4-dimethylamino)quinolin-2-yl]amino}cyclohexyl)acetamide 


596 (M + H) 


3 


762 


N-(ci3^^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
1 -[(4-methylphenyl)sulfonyl)-1 H-pyrrole-3-carboxamide 


532 (M + H) 


3 


763 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
5-(3-nitrophenyl)-2-furamide 


500 (M + H) 


1 
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Ex. No. 


compound name 


MS 


Cl888 


764 


3^hloro-N-(ci3-4-{[4-(dimetnyianiino)quinoiin-^-yijamino) 
cyclohexyl)-4-{methylsulfonyl)thiophone-2-cart>oxamide 


507 (M + H) 


3 


765 


3^hloro-N-(cis^-{[4-(dimethylamino)quinolin-2-yl]amino} 

cyclohexyl)^-(isopropylsulTonyi)-0"(meinyiinio;ini^ 

2-carboxamide 


581 (M + H) 


3 


766 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 

3-iodo-4-(isopropylsulfonyl)-5-(methylthio)thiophene- 

2-carboxamide 


673 (M + H) 


3 


767 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)- 
5-nitrothiophene-3-carboxamide 


440 (M + H) 


1 


768 


N-(cis^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl)- 
1 -methyl-4-nitro-1 H-pyrrole-2-carboxamide 


437 (M +H) 


1 


769 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
1 -(phenytsulfonyl)-l H-indole-3-carboxamide 


568 (M + H) 


3 


770 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
4-nrtrobenzamide 


434 (M + H) 


1 


771 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
?-methoxv-4-nitrobenzamide 


464 (M + H) 


2 


772 


N-(cis-4^[4-(dimemylamino)quinolin-2-yl]amino}cyclohexyl)- 
3-fluoro-4-(trifluoromethyi)benz amide 


475 (M + H) 


1 


773 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
2-fluoro-4-nitrobenzamide 


452 (M + H) 


3 


774 


N-(cls^t4-(dimethylamino)quinolin-2-yl]amino}cyciohexyl)- 
3,5-dimethyl-4-nitrobenzamide 


462 (M + H) 


2 


775 


N-(cis-4^4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)- 
2-mesityl-2-oxoacetamide 


459 (M + H) 


2 


776 


N-(cis-4^4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
nuinolin-3-carboxamide 


440 (M + H) 


3 


777 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyc!ohexyl)- 
2-methoxy-2-phenylacetamide 


433 (M + H) 


3 


778 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
1,2,3,4-tetrahydronaphthalene-2-cart)Oxamide 


443 (M + H) 


3 


779 


N-(cjs-4^4-(dimemylamino)qu(nolin-2-yl]amino}cyclohexyl)- 
1 ,3-benzothiazole-6-carboxamide 


446 (M + H) 


3 


780 


5K:hloro-N-(cis-4-{[4-(dimethylamjno)quinolin-2-yI]amino} 
cyclohexyl)-2-hydroxybenz amide 


439 (M + H) 


2 


781 


2-chloro-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)-5-(methyithio)benzamide 


469 (M + H) 


3 


782 


N-(cis^[4-(dimethylamino)quinolln-2-yl]amino}cyclohexyl)- 
7-methoxy-1-benzofuran-2-carboxamide 


459 (M + H) 


3 


783 


2-amino-N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)-3-methylbenzamide 


418 (M + H) 


3 


784 


N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)- 
4-hydroxy-3,5-dimethoxybenzamide 


465 (M + H) 


3 
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MS 
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785 


N-(ci3-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
quinoline-4-carboxamide 


440 (M + H) 


3 


786 


2-(allylthio)-N-(cis^4[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)nteotinamlde yl]amino}cyclohexyOnlcotlnamide 


462 (M + H) 


3 


787 


3,5-di-tert^utyl-N-(cis-44[4-^ 
cyclohexyl)-4-hydroxybenzamide 


517 (M + H) 


3 


788 


5-bromo-N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohoxyl)methyl]thiophene-2-carboxamide 


487 (M + H) 


3 


789 


N-[(cis^[4-(dimothylamino)quinolin-2-yl]amino}cyclohexy!) 
methyl]-2-(2,3,6-trfchlorophenyl)acetamlde 


519 (M + H) : 


1 


790 


2-(2-chtoro-4-nuorophenyl)-N-[(cis-4-{[4-(dimethylamino)- 
aulnolin-2-vllamino}cyclohexyl)-methyl]acetamide 


469 (M+H) 


3 


791 


5-(4-chloro-2-nitrophenyl)-N-[(cis-4-{[4-(dimethylamino)-quinolin- 
2-yl]amino}cyclohexyl)methyl]-2-furamide 


548 (M+H) 


3 


792 


5<hloro-N^(cis^-{[4-(dimethylannino)quinolin-2-yl]amino} 
cyclohexyl)methyl]thiophene-2-carboxamide 


443 (M+H) 


3 


793 


N-[(cls-4-([4-(dimethylamlno)quinolin-2-yl]amino}cyclohexyl) 
methvft-2 3-diDhenvlpropanamide 


507 (M + H) 


3 


794 


N4(cis^-)[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methvlV3-f2-hvdroxvphenyl)propanamide 


447 (M + H) 


3 


795 


N-[(cis-4^[4-(dimethytamino)qm^ 
methyl]-5-iodo-2-furamide 


519 (M + H) 


3 


796 


N-[(cis-4-{[4-(dimethylamino)quinolin-2-y1]amino}cyclohexyl} 
methyl]-2-(2-iodophenyl)acetamide 


543 (M + H) 


3 


797 


(2E)-N-[(cis^[4-(dimethylami^ 
methyl]-3-(3-nitrophenyl)acrylamide 


474 (M + H) 


2 


798 


N-[(cis-4^[4-(dimethylamino^ 
methyl]-3-oxoindane-1 -carboxamide 


457 (M + H) 


3 


799 


2-benzy1-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino) 
cyclohexyl)methyi]benzamide 


493 (M+H) 


3 


800 


2,2-bis(4<hlorophenyl)-N-{(cis-4-{[4-(dimethylamino)quinolin- 
2-yl]amino}cyclohexyl)methyl]acetamide 


561 (M + H) 


3 


801 


N4(cis-4^4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)- 
methyl]-5-(4-methyl-2-nitrophenyl)-2-furamide 


528 (M + H) 


3 


802 


N-[(cis^[4-(dimethylamino)^^^ 
methy0-5-nitrothiophene-2-carboxanrilde 


454 (M + H) 


3 


803 


N4(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-3-methyl-4-nitrobenzamide 


462 (M + H) 


3 


804 


N-[(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]-3-methoxy-4-nitrobenzamide 


478 (M+H) 


3 


805 


1-benzyl-N-[(cis-4-{[4-(dimethylamino)quinoljn-2-yl]arnino} 
cyclohexyl)methyl]-1H-indole*3-carboxamide 


532 (M+H) 


3 


806 


2-cyclohex-1 -en-1 -yl-N-[(cis-4-{[4-(dimethyIamino)quinolin-2-yl] 
ammo)cyclohexyl)methyl]acetamide 


421 (M + H) 


3 



212 



EP 1 464 335 A2 



(continued) 



Ex. No. 


compound name 


MS 


Cl888 


807 


N-[(cis^-{[4-(dimethylamino)quinolm^ 

methyl]-4-(4-ethoxyphenyl)-2-(3-methyl-5-oxo-1-phenyl- 

4,5-dihydro-1H-pyrazol-4-yl)-4-oxobutanamide 

1 # 1^ » # ¥ 


675 fM + H) 


3 


808 


N-[(cis-4-{[4-(dimethylamino)qulnolin-2-yl]amino}cyclohe)cyl)- 
methyl]-2-[2-(trifluoromethoxy)phenyl]acetamide 


501 (M + H) 


3 


809 


4-(benzyloxy)-N-[(cis-4-{[4-(djmethylamino)quinolin-2-yl]amino} 
cyciohexyi)methyq-3 t 5-dimethylbenzamide 


537 (M + H) 


3 


810 


N-[(cis-4^[4-(dimethylamino)quinolin-2-yl]amino)cyclohexy0 
methyl]-9H-xanthene-9-carboxamide 


507 (M + H) 


3 


811 


2-(1-benzothien-3-yl)-N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)methyl]acetamide 


473 (M + H) 


3 


812 


5-bromo-N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)thiophene-2-carboxamide 


424 (M + H) 


3 


813 


N-(cis^[4-(dimethylamlno)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(2 t 3,6-trichlorophenyl)acetamide 


456 (M + H) 


3 


814 


2-(2-chloro-4-fluorophenyl)-N-(cls-4-{[4-(dimethylamino) 
ovrim idin -2-vllam inolcvclo hexvDacetamide 


406 (M + H) 


3 


815 


5-(4K:hloro-2-nitrophenyl)-N-(cis^^4-(dimethylamino)pyrimidin- 
2-vhamino)cvciohexvlV2-f uram ide 


485 (M + H) 


1 


816 


5K:hloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)thiophene-2-carboxamide 


380 (M + H) 


3 


817 


N-(cis-4^[4-(dimemylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2,3-diphenylpropanamide 


444 (M + H) 


3 


818 


N-(cis^[4-(dimemylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
3-(2-hydroxyphenyl)propanamlde 


384 (M + H) 


3 


819 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
5- iodo-2-f u ram ide 


456 (M + H) 


2 


820 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(2-iodophenyl)acetamide 


480 (M + H) 


3 


821 


N-(cis-4-{[4-(dimethylamlno)pyri^^ 
2-(5-methoxy-2-methyl-1H-indol-3-yl)acetamide 


437 (M +H) 


3 


822 


(2E)-N-(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)-3-(3-nitrophenyl)acrylamide 


411 (M + H) 


3 


823 


N-(cis-4^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl)- 
3-oxo jndane-1 -carboxamlde 


394 (M + H) 


3 


824 


2-benzyl-N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyljbenzamlde 


430 (M + H) 


3 


825 


2,2-bis(4<hlorophenyl)-N-(cis-4-{[4-(dimethylamino)pyi1midi^ 
2-yl]amino}cyclohexyl)acetamide 


498 (M + H) 


3 


826 


N-(cis-4-{[4-(dimethylamino)pyri^^ 
5-(4-methyl-2-njtrophenyl)-2-furamide 


465 (M + H) 


2 


827 


N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cycloh 
5-nitrothiophene-2-carboxamide 


391 (M + H) 


2 


82B 


N-(cis-4^[4-(dimemylamino)pyrimidin-2-yl]amino}cyclohexyl^ 
3-methyl-4-nitrobenzamide 


399 (M + H) 


2 
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Fx No 


compound name 


MS 


class 


829 


N-(cis^[4-(dimemylamlno)pyiimidin-2-y0amino}cyclohexyl)- 

^•mathnw-4-nitroban7Amida 

W II lOll IwAf ~ 1 Mil UUDI t£.W I liuo 


415 (M + H) 


1 | 


830 


1-benzyl-N-(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino} 

cyciuneAyij- i ri ii iuuio o~o«ai uuaoj i uvju 


469 (M + H) 


2 


831 


3-acetyl-N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cycionexyi )dgi \c ani iue 


382 (M + H) 


2 


832 


(2R)-2-benzoyl-N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cycionexyi jcyciui leAHi ieuai uuaoi i hup 


450 (M + H) 


3 


833 


5-bromo-N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cycionexyi j-c-TuraiTiiu© 


408 (M + H) 


1 


834 


3^lohexyl-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amln 
c^cionexyijpropanarniae 


374 (M + H) 


3 


835 


N-(ci8-4^[4-(dimethylamino)pyrimidin-2-y0amino}cyclohexyl)- 

2-[(4-ITI8inyipynrTiiain -y ijinioj^euiiTiiue 


402 (M + H) 


3 


836 


5-(4^hlorophenyl)-N-(cis-4-{[4-(dimethyiamino)pyrimidin-2-yl] 
amino)cycionexyi;-^:-Tu ramiae 


440 (M + H) 


1 


837 


3-(3 l 4-dlchlorophenyl)-N-(cis^-{4-(dimethylamlno)pyrimidln-2-yl] 
arriinojcycionexyijpropanarniae 


436 (M + H) 


3 | 


838 


2-(3,4-dlchlorophenyl)-N-(cis^[4-(dimethyiamino)pyrimidin-2-yl] 
amino}cyclohexyl)acetamide 


422 (M + H) 


3 : 


839 


N-(cis^[4-(dimethylamino)pyri 
2-(4-nyoroxy-o,o-uim©inoxypnenyijaceia^ 


430 (M + H) 


3 


840 


4,5-dibromo-N-(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cycion 8xy I Jin i op nen e-^-ca rooxam iue 


501 (M + H) 


2 


841 


2-(3,5-dimethoxyphenyl)-N-(cis^-{[4-(dimethylamino)pyrimidln- 
2 -y IJ ami n ojcyci o nexy \) aceiam i ue 


414 (M + H) 


3 


842 


2-(3 t 5-di-tert-butyl-4-hydroxyphenyi)-N-(cis-4-{[4-(dimethylafnino) 
pyr iiTiioin't-yijarnino/v^ciuiieAyiyttuoiai i nuo 


482 (M + H) 


1 


843 


N2,N6-diben2oyl-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl] 
am i n ojcyc 10 n exy i ) ly © i n amiue 


572 (M + H) 


2 


844 


3-(dimethylamino)-N-(cis-4^4-(dimethylamino)pyrimidin-2-yQ 
aminojcycionexyi/Denzarniae 


383 (M + H) 


2 


845 


4,5-dibromo-N-(cis-4-{[4-(dimethylamino)pyrjmidin-2-y0amino} 
cy c i o n exy i ) -d -t u ram iue 


486 (M + H) 


1 


846 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
4-(4-fluorophenyl)-4-oxobutanamide 


414 (M + H) 


3 


847 


N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(2-fluoroblphenyl-4-yl)propanamlde 


462 (M + H) 


3 


848 


1-ben2yl-Nalpha-(tert-butoxycarbonyl)-N-(cls-4-{ 
[4-(dimethylamino)pyrimidin-2-yl]amino ) cyclohexyl)-L- 
histldinamide 


563 (M + H) 


3 


849 


N-(cis^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-[4-(1 -oxo-1 ,3-dihydro-2H-isoindol-2-yl)phenyl]propanamide 


499 (M + H) 


3 


850 


N-(cis-4-{[4-(dimethylamino)pyrimjdin-2-yl]amino}cyclohexyl)- 
393 (M + H) 2-(1H-indol-3-yl)acetamide 


393 (M+H) 


2 
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Ex. No. 


compound name 


MS 


class 


851 


N-(cis-4^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(5-methyl-2-phenyl-1,3-thiazol-4-yl)acetamide 


451 (M + H) 


2 


852 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohoxyl)- 
2-(6-methoxy-3-oxo-2,3-dihydro-1 H-lnden-1 -yl)acetamide 


438 (M + H) 


3 


853 


N-(ci8^[4-(dimethylamino)pyrimidln-2-y0amlno}cyclohexyl)-2- 
{1 -{(4-methoxyben2yi)thio]cyclohexyl acetamide 


512 (M + H) 


3 


854 


N-(cis-44[4-(dimethylamino)pyrimidin-2-yI]amino}cyclohexyl)- 
2-(7-methoxy-2-oxo-2H-chromen-4-yl)acetamide 


452 (M + H) 


3 


855 


N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(1H-indol-3-yl)-4-oxo-4-phenylbutanamide 


511 (M + H) 


1 


ODD 


dW4-bromoDhenvlVN-(cis-4-{[4-(dlmethylamino)pyrimidin-2-yl] 
amino}cyclohexyl)-2-(1 H-indol-3-yl)-4-oxobutanamide 


589 (M + H) 


2 


Ql\7 
OOf 


N-teifi-44r4-fdimethvlamino)pyrimidin-2-ynamino}cyclohexyl)- 
3,5<limethyl-2-[({[4(trmuoromethoxy)phGnyl]amino}carbonyl)- 
amino]ben2amide 


586 (M + H) 


3 


ooo 


3 5^ichloro-N-(cis-^U4-(dimethylamino)pyrimidin-2-yl]arnlno} 
cyclohexyl)-2-[(3-phenylprop-2-ynoyl)amino]benzamide 


551 (M + H) 


2 


ooy 


^.r9-/d-bromoDhenvh-6 e-dimethyM-oxo^.S.ej-tetrahydro-l H- 

indol-1-yl]-N-(ci3-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 

cyclohexyl)benzamide 


655 (M + H) 


3 


860 


4-(4-tert-butylphenyl)-N-(cis-44[4-(dimethylamino)pyrimldin-2-yl] 
amino}cyclohexyl)-2-(7-ethyl-1H-indol-3-yl)-4-oxobutanamide 


595 (M + H) 


3 


861 


4-(4-tert-butylphenyl)-N-(cis-44[4-(dimethylamino)pyrimidin-2-yl] 
amino}cyclohexyl)-2-(1 -methyl-1 H-indol-3-yl)-4-oxobutanamide 


581 (M + H) 


3 




N-(cls-4^4-(dimethylamino)pyrimldin-2-yl]amino}cyclohexyl)- 
2-(1 -methyl-1 H-indol-3-yl)-4-(4-methylphenyl)-4-oxobutanamide 


539 (M + H) 


1 


I ODO 


NWds-4^r4-(dimethvlamino)pyrimidin-2-yl]afTiino}cyclohexyl)- 

| H 1 W1W ™ 1.1/* I \J II 9 IW mm If ■ t »■ ■ * -mm* j * -J • * * 

2- methyl-1 -(3-morpholin-4-ylpropyl)-5-phenyl-1 H-pyrrole- 

3- carboxamide 


546 (M + H) 


2 


864 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
4-(4-nitrophenyl)butanamide 


427 (M + H) 


2 


865 


N-(cis-4-{[4-(dim8thylamjno)pyrimidin-2-yGamino}cyclohexyl)- 
2-[(3-nitropyridin-2-yl)thjo]acetamide 


432 (M + H) 




866 


(2E)-N-(cis-4-1[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)-3-(2-nitrophenyl)acrylamide 


411 (M + H) 


3 


867 


N-(cls-4-{[4-(dimethylamino)pyrimldin-2-yllamino}cyclohexyl)- 
2-(3-phenoxyphenyl)acetamide 


446 (M + H) 


3 


868 


N-(cis-4-1[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(4-phenoxyphenyl)acetamide 


446 (M +H) 


3 


869 


N-(cis-4-{[4-(dimethylamino)pyrimidin-2-y0amjno}cyclohexyl)- 
2-(2-phenyl-1H-indol-3-yl)acetamide 


469 (M + H) 


1 


870 


N2-benzoyl-N5-(cis-4-{[4-(dimethylamjno)pyrimidin-2-yl]amino)} 
cyclohexyl)-N 1,N 1-dipropylglutamamide 


552 (M + n) 


o 

c. 


871 


N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
3-phenoxybenzamide 


432 (M + H) 


2 
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compound name 


MS 


class 


872 


N-(cis-4^[4-(dimethyiamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(2-phenylethyl)benzamide 


444 (M + H) 


3 


873 


3-benzoyl-N-(cis^4[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


444 (M + H) 


2 


874 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amlno}cyclohexyl)- 
2-(ethylthio)-2,2-diphenylacetamide 


490 (M + H) 


1 


875 


2-[(2-cyanoghenyl)thio]-N-(cis-4-{[4-(dimethylamino)pyrimidin- 
2-yl]amino}^cIohexyl)benzamide 


473 (M + H) 


3 


876 


2-[4-(benzyloxy)-3Hnethoxyphenyl]-N-(cis-4-{[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)acetamide 


490 (M + H) 


3 


877 


N-(cis-44[4-(dimethylamlno)pyrimidin-2-yl]amino}cyclohexyl) 
N'-[(1 R)-1 -(1 -naphthyl)ethyl)phthalamide 


537 (M +H) 


2 


878 


(2S)-2-(3-benzoylphenyl)-N-(cis-4-{[4-cyclohexyl)propanamide 
(dimethylamino)pyrimidin-2-yl]amino cyclohexyl)propanamide 


472 (M + H) 


2 


879 


N'-fcis^^K-tdimethylamlnoJpyrimidin^-yllaminoJcyclohexyO-N, 
N-bis[(1 S)-1 -phenylethyl]phthalamide 


591 (M + H) 


1 


880 


(2S)-N-(cls-4-{[4-(dimetnylamino)pynmiain-^-yijaminoj 
cyclohexyl)-2-(2-fluorobiphenyl-4-yl)propanamide 


462 (M + H) 


3 


881 


2-[(4-chlorobenzyl)thio]-4-(4-cnioropnenyi}-iN^cis-^-i 
[4-(dlmethylamlno)pyrimidin-2-yl]amino}cyclohexyl)- 
4-oxobutanamide 


586 (M + M) 


3 


882 


2-[(4-chlorobenzyl)tnioj-N-(ci3-4^i4-^aimeuiyiaminu;^yiHiiiuii^ 
2-yI]amino}cyclohexyl)-4-(4-methylphGnyl)-4-oxobutanamide 


566 (M + H) 


3 


883 


N-(cis-4^[4-(dirnetnyiamino;pynmiain^ fc i 
(1 E)-5-f luoro-2-methyl-1 -[4-(methylsulfinyl)benzy!idene]-1 H- 
inden-3-yl}acetamide 


574 (M + H) 


2 


884 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yqamino}cyclohexyl)- 
2-[4-(2-thienylcarbonyl)phenyl]propanamide 


478 (M + H) 


2 


885 


N-(cis^[4-(dimethylamino)pyrimidin-2-yqamino}cyclohexyl)- 
4-oxo-4-(2-thienyl)butanamide 


402 (M + H) 


3 


886 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
4-(2-thienyl)butanamide 


388 (M + H) 


3 


887 


2-[5-(benzyloxy)-1H-indol-3-yl]-N-(cis-4H[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)acetamide 


499 (M + H) 


3 


888 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclo^ 
2-(1 -naphthoyl)benzamide 


494 (M + H) 


3 


889 


3-(benzyloxy)-N-(cls^-{[4-(dlmethylamlno)pyrimidin-2-yl]amino} 
cyclohexyi)-4-methoxybenzamide 


476 (M + H) 


1 


890 


N"(cis-4^[4-ioim9inyi€UTiino/pynmiu 

2-methyl-1 ,5-diphenyl-1 H-pyrrole-3-carboxamide 


495 (M + H) 


1 


891 


1-{2-[(2-chloro-6-fluorobenzyl)thio]ethyl}-N-(cis^ 
[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)-2-methyl- 
5-phenyl-1 H-pyrrole-3-carboxamide 


621 (M + H) 


1 


892 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
anthracene-9-cartooxannlde 


440 (M + H) 


3 
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893 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-phenoxybenzamide 


432 (M + H) 


2 


894 


N-(cis^[4-(dimemylamino)pyrimidin-2-yl)anriino}cyclohexyl) 
biphenyl-2-carboxamlde 


416 (M + H) ~ 


3 


895 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amlno)cyclohexyl)- 
3,3-diphenylpropanamide m 


444 (M + H) 


3 


896 


N-(cis^[4-(dimethylamino)pyrimidin-2-yllamlno}cyclohexyl)- 
2-phenylquinoline-4-carboxamide 


467 (M + H) 


2 


897 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-y0amino}cyciohexyl) 
-N'-[(1 S)-1 -phenylethyl]phthalamide 


487 (M + H) 


3 


898 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
2-(4-methylbenzoyl)benzamide 


458 (M + H) 


3 


899 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]arnino)cyclohexyl)- 
2-(phenoxymethyl)benzamide 


446 (M + H) 


3 


900 


2-[4-(4-chlorophenyl)-2-phenyl-1,3-thiazol-5-yl]-N-(cis^-{ 
[4-(dimethylamlno)pyrimidin-2-yl]amlno}cyclohexyl)acetamlde 


547 (M + H) 


1 


901 


N-(cis-4H[4-(dime%lamino)pyrlmldin-2-ynamino}cyclohexyl)- 
1 -[(4-methylphenyl)sutf onyl]-1 H-pyrrole-3-carboxamide 


483 (M + H) 


2 


902 


N-(cis-44[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
5-(3-nitrophenyl)-2-furamide 


451 (M + H) 


2 


903 


o_^Ki/sr^M /^ic-4wrA-MimethvIamino^DVrirnidin-2-yl]amino} 
cyclohexyl)-4-(methylsulfonyl)thiophene-2-carboxamide 


458 (M+H) 


3 


904 


3-chloro-N-(cis-4-{[4-(dimethylamino)pyrlmidin-2-yi]ammo} 
^*/*irkhav%/rt-A.nftonroDvlsulfonvh-5-(methvlthio)thiophene- 

2-carboxamide 


532 (M + H) 


2 


905 


m /^ie AjrA-^dimethvlamino^Dvrirnldin-2-yl]arnino}cyclohexyl)- 
3-iodo-4-(isopropylsulfonyl)-5-(methylthio)thiophene- 

2-carboxamide 


624 (M + H) 


2 


906 


N-(cis-4^[4•(dimethylamino)pyrimidin-2•yl]amino}cyclohexyl)■• 
5-nitrothiophene-3-carboxamide 


391 (M + H) 


1 


907 


N-(cis^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl)- 
1 -methyl-4-nitro-1 H-pyrrole-2-carboxamide 


388 (M + H) 


1 


908 


N-(cis^[4-(dimemylamino)pyrimidin-2-yl]amino}cyclohexyl)-1 
-(phenylsulfonyl)-l H-indole-3-carboxamide 


519 (M + H) 


3 


909 


N-(cls^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
4-nitrobenzamide 


385 (M + H) 


2 


910 


N-(cls-4^[4-(dimethylamino)pyrimidin-2-yl]amlno}cyclohexyl)- 
2-methoxy-4-nitrobenzamide 


415 (M + H) 


3 


911 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
3-fluoro-4-(trifluoromethyl)benzamide 


426 (M + H) 


3 


912 


N.(cis^[4-(dimethylamino)pyrimidin-2-yQamino}cyclohexyl)- 
2-fIuoro-4-nitrobenzamide 


*mo \ivi + nj 


3 


913 


N-(cis^t4-(dimethylamino)pyrimidin-2-yBamino}cyclohexyl)- 
3,5-dimethyl-4-nitrobenzamid© 


| 413 (M + H) 


2 
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MS 


class 


5 


914 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]annino)cyclohexyl)- 
2-mesityl-2-oxoacetamide 


410 (M + H) 


o 
c 




915 


N-(cis-44[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohGxyl) 
quinollne-3-carboxamlde 


391 (M + H) 


3 


10 


916 


N-(cls^[4-(dimethylamino)pyrimidin-2-y0amino}cyclohexyl)- 
2-methoxy-2-phenylacetamide _ 


384 (M + H) 


3 




917 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl)- 
1 2 l 3 l 4-tetrahydronaphthalene-2-carboxamide 


~ 394 (M + H) 


3 


15 


918 


N-(cis-44[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
1 t 3-benzothiazole-6-catboxamide 


397 (M + H) 


3 




919 


5<hloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)-2-hydroxybenzamide 


390 (M + H) 


3 


20 


920 


2K:hloro-N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)-5-(methylthio)benzamido 


420 (M + H) 


3 




921 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yI]amino}cyclohoxyl)- 
7-methoxy-1-benzofuran-2-carboxamide 


" 410 (M+H) 


3 


25 


922 


2-amino-N-(cls-4-{[4-(dlmethylamino)pyiimldln-2-yl]amino} 
cyclohexyl)-3-methylbenzamide 


369 (M + H) 


3 




923 


2-(alVlthio)-N-(cis-44[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)nicotinamlde 


413 (M+H) 


3 


30 


924 


3,5^i-tert^utyl-N-(cis-4-{[4-(dimethylamino)pynmidin-2-yl] 
amino}cyclohexyl)-4-hydroxybenzamide 


468 (M + H) ~1 


1 




925 


5-bromo-N-[(cis^[4-(dimethylarnino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl)thiophene-2-carboxamide 


438 (M + H) 


3 




926 


N-[(cis-44[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methy!]-2-(2 l 3 l 6-ti1chlorophenyl)acetamide 


470 (M + H) 


1 


35 


927 


2-(2-chloro-4-fluorophenyl)-N-[(cis-4-{[4-(dimethylamino)- 
pyrimidin-2-yl]amino}-cyclohexyl)methyl]acetamide 


; 420 (M + H) 


3 




928 


5-(4-chloro-2-nftrophenyl)-N-[(cls-4-{t4-(dimethylamino)- 
pyrimidin-2-yl]amino}-cyclohexyl)methyl]-2-furamide 


~ 499 (M + H) 


3 


40 


929 


5^hloro-N^(cls-4-{[4-(dimethylaniino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]thiophene-2-carboxamide 


394 (M + H) 


3 




930 


N•[(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methy0-2,3-diphenylpropanamide 


458 (M + H) 


2 


45 


931 


N-[(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-3-(2-hydroxyphenyl)propanamide 


398 (M + H) 


3 




932 


N-[(cis^4[4-(dimethylamino)pyrimidin-2-yl]ammo}cyclohexyl) 
methyl]-5-iodo-2-furamide 


470 (M + H) 


2 


50 


933 


N-[(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
methyl]-2-(5-methoxy-2-methyl-1H-indol-3-yl)acetamide 


451 (M + H) 


3 




934 


(2E)-N-[(cis^[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]-3-(3-nitrophenyl)acrylamide 


1 425 (M + H) 


1 


55 


935 


N-((cis^-{[4-(dimethylami^^ 
methyl]-3-oxoindane-1 -carboxamide 


408 (M + H) 


1 
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936 


2-benzyl-N-[(ci3-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamldd 


444 (M + H) 


2 


937 


2,2^is(4<:hlorophenyl)-N^(cls-4-{[4-(dimethylamino)pyrimidin- 
2-yQamino}cyc!ohexyl)methyl]acetamide 


512 ( + H) 


1 


938 


N-[(cis^^[4-(dimethylamino)pyrimldin-2-yl]amino}cyc^ohexyl)- 
methyl]-5-(4-m8thyl-2-nitrophenyl)-2-furarTiide 


479 (M + H) 


3 


939 


N-[(cis-4-{[4-(dimethylamino) pyrimidin-2-yl]arnino}cyclohexyl) 
methyl]-5-nitrothiophene-2-carboxamide 


405 (M + H) 


3 


940 


N-[(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-3-methyl-4-nltrobenzamide 


413 (M + H) 


1 


941 


N-[(cis^[4-(dimethy!amino)pyrimidin-2-yl]anriinolcyclohexyl) 
methyl]-3-methoxy-4-nitrobenzamide 


429 (M + H) 


1 


942 


1-benzyl-N-t(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]arnino} 
cyclohexyl)methyl]-1H-indole-3-carboxamide 


483 (M + H) 


3 


943 


2-cyclohex-1 -en-1 -yl-N-[(cis-44[4-(dimethylamino)pyrimidin-2-yl] 
amino}cyclohexyl)methyl]acetamide 


n—rr\ / ft l i_J\ 

372 (M + H) 


3 


944 


N-[(cls-4^[4-(dimethylamino)pyrimldin-2-yl]amino}cyclohexyl) 
methyl]-4-(4-ethoxyphenyl)-2-(3-methy I-5-OXO-1 -phenyl- 
4,5-dihydro-1H-pyrazoM-yl)-4-oxobutanamide 


626 (M + H) 


3 


945 


N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl) 
methyl]-2-[2-(trifluoromethoxy)phenyl]-acetamide 


452 (M + H) 


1 


946 


4-(benzyloxy)-N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino) 
cyclohexyl)methyl]-3,5-dimethylbenzamide 


488 (M -i- H) 


3 


947 


N-[(cis-4-{[4-(dimethylaniino)pyrlmidin-2-yl]amino}cyclohexyl) 
methyl] -9H-xanth en e-9-carboxanriide 


458 (M -i- H) 


1 


948 


2-(1-benzothien-3-yl)-N-[(cis-4-{[4-(dlmethylamino)pyrimidin-2-yll 
amino}cyclohexyl)methyl]acetamide 


424 (M + H) 


1 


949 


S-bromo-N^cis^-t^-tdimethylaminoJ-S.ej.S-tetrahydro- 
quinazolin-2-yt]amino}cyclohexyl)-thiophene-2-carboxamide 


478 (M + H) 


2 


950 


N-(cis-4-{[4-(dimethylamino)-5 f 6 > 7,8-tetrahydroquinazoHn-2-yl] 
amino}cyclohexyl)*2-(2,3,6-trlchlorophenyl)acetamIde 


510 (M + H) 


2 


951 


2-(2-chloro-4-fluorophenyl)-N-(cis-4-{[4-(dimethylamino)- 
5,67,8-tetrahydroquinazolin-2-yl]aminoJcyclohexyl)acetarnide 


460 (M + H) 


1 


952 


5-(4-chloro-2-nltrophenyl)-N-(cIs-4-{[4-(dimethylamlno)- 
5 ( 6,7 t 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)-2-furamide 


539 (M + H) 


1 


953 


5-chloro-N-(cis-4-{[4-(dimethylamino)- 

S^.^S-tetrahydroquinazolin^-ylJamlnoJcyclohexyO-thiophene- 

2-carboxamide 


An A ill u\ 

434 (M + H) 


1 


954 


N-(cis-4-{[4-(dimethylannino)-5,6 ( 7 l 8-tetrahydroquinazolin-2-yl] 
aminoJcyclohexyO^.S-diphenylpropanamide 


498 (M + H) 


2 


955 


N-(cis-4-{[4-(dimemylanimo)-5 l 6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-3-(2-hydroxyphenyl)propanamide 


438 (M + H) 


2 


956 


N-fcis^^-tdimethylaminoJ-S.e^.B-tetrahydroquinazolin^- yl] 
amino}cyclohexyl)-5-iodo-2-furamide 


510 (M + H) 


1 
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Ex. No. 


compound name 


MS 


class 


957 


N-(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-(2-iodophenyl)acetamide 


534 (M + H) 


2 


958 


N^cis^^-ldimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 

amino}cyclohexyl)-2-(5HfTiethoxy-2-methyl-1H-indol-3-yl) 

acetamide 


491 (M + H) 


2 


959 


(2E)-N-(cls-4-[4-(dimethylamino)-5 l 6,7,8-tetrahydroquinazolin- 
2-yl]amino]cyclohexyl)-3-(3-nitrophenyl)acrylamide 


465 (M + H) 


3 


960 


N-(cis-4-([4^(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-3-oxoindane-1-carboxamide 


448 (M + H) 


2 


961 


2-benzyl-N-(cis-4-{[4-(dimethylamino)- 
S.e^.S-tetrahydroquinazoljn^-yllaminoJcyclohexyObenzamide 


484 (M+H) 


2 


962 


2 f 2-bis(4-chloropheny!)-N-(cis-4-{[4-(dimethylamino)- 
S^J^-tetrahydroquinazolin^-yOaminolcyclohexyOacetamide 


552 (M+H) 


1 


963 


N-tcis^^K-tdimethylaminoJ-S.ey.e-tetrahydroquinazolin^-yl] 
amino}cydohexyl)-5-(4-methyl-2-nitrophenyl)-2-furamlde 


519 (M + H) 


2 


964 


N-(cis-4^[4-(dlmethylamino)-5,6 I 7 l 8-tetrahydroquinazol^n-2-yl] 
amino}cyclohexyl)-5-nitrothiophene-2-carboxamide 


445 (M + H) 


1 


965 


N-tcis^^-CdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-3-methyl-4-nitrobenzamide 


453 (M + H) 


1 


966 


N-(cis^[4-(dimethylamino)-5,6 > 7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-3-methoxy-4-nitrobenzamide 


469 (M + H) 


1 


967 


l-benzyl-N-tcis^^-tdimethylaminoJ-S.ej.e-tetrahydro- 
quinazolin-2-yl]amino}cyclohexyl)-1H-indoIe-3<arboxarriide 


523 (M + H) 


3 




3-acetvl-N-(cls-4-{f4-(dimethylamino)- 
S.ej.S-tetrahydroquinazolin^-yllamino^clohexyObenzamide 


436 (M+H) 


1 




r2m-2-benzovl-N-(cis-4-{[4-(dimethylamino)- 
seja-tetrahydroquinazolin^-yllaminojcyclohexyl)- 

cyclohexanecarboxamide 


504 (M + H) 


3 


970 


5-bromo-N-(cis-4-{[4-(dimethylamino)- 
S.ej.S-tetrahydroquinazolin^-yllaminolcyclohexyO^-furamide 


462 (M + H) 


1 


971 


3-cyclohexyl-N-(ci3-4-{[4-(dimethylamino)- 
5,67,84etrahydroquinazolin-2-yl]amino}cyclohexyl)propanamide 


428 (M + H) 


3 


972 


N-(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-[(4-methylpyrimidin-2-yl)thio]acetamide 


456 (M + H) 


2 


973 


5-(4-chlorophenyl)-N-(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)-2-furamide 


494 (M + H) 


1 


974 


3-(3,4-dlchlorophenyl)-N-(cis-4-{[4-(dlmethylamino)- 
5,67 t 84etrahydroquinazolin-2-yl]amino}cyclohexyl)propanarriide 


490 (M + H) 


3 


975 


2-(3,4-dichlorophenyl)-N-(cis-4-{[4-(dimethylamino)- 
5,67,8^etrahydroquinazolin-2-yl]amino}cyclohexyl)acetamide 


476 (M + H) 


1 


976 


N-tcis^^^dimethylaminoJ-S.ej^-tetrahydroquinazolin^-yl] 
amlno}<^clohexyl)-2-(4-hydroxy-3 I 5-dimethoxyphenyl)acetamide 


484 (M + H) 


1 


977 


4 J 5-dibromo-N-(cis-4-{[4-(dimethylamino)- 
5,67,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiophene- 

2-carboxamide 


556 (M + H) 


2 
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Ex. No. 


compound name 


MS 


class 


978 


2-(3,5-dimethoxyphenyl)-N-(cte-4-{[4-(dimethylamino)- 
5,67,84etrahydroquinazolin-2-yl]amino}cyclohexyl)ac0tamide 


468 (M + H) 


3 


979 


2-(3,5-di-tert-butyl-4-hydroxyphenyl)-N-(cis-{[4-(dimethylamino)- 
5 ( 67,8-tetrahydroqulna2olin-2-yl]amino}-cyclohexyl)acetamide 


536 (M + H) 


3 


980 


N2 > N6-dibenzoyl-N-(cis-4-{[4-(dimethylamino)- 
S.BJ.S-tetrahydroquinazolin^-yQaminoJcyclohexyOlysinamide 


626 (M + H) 


2 


981 


3-(dimethylamino)-N-(cis-4^[4-(dimethylami^o)- 
S.ey.S^etrahydroquinazolin^-yllaminolcyclohexyObenzamide 


437 (M + H) 


2 


982 


4 ( 5-dibromo-N-(cis^[4-(dimethylamino)- 
5,67,8-tetrahydroquinazolin-2-yl]amino)cyclohexyl)-2-furamide 


540 (M + H) 


1 


983 


N-(cis^[4-(dimethylamino)-5 t 6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-4-(4-fluorophenyl)-4-oxobutanamide 


468 (M + H) 


2 


984 


ki /—'.~ a it a inn Atkwi ami nrt\_f\ r 7 ft-tptrflhvdronuinazolin-2-vfl 
N-(CIS"4nI4-(0lmGinyiaminoj^,O,/ ^"leuaiiyuiwviuiirafcwiiii «- jm 

amino}cyclohexyl)-2-(2-fluorobiphenyl-4-yl)propanamide 


516 (M + H) 


2 


985 


N-(CI6-4-{[4-(dim8uiyiammO;*O l O l f l o-ieuanyuiwH u,na * u,,M fc /'J 

amino}cyclohexyl)-2-[4-(1 -oxo-1 ,3-dihydro-2H-lsoindol-2-yl) 
phenyl]propanamide 


553 (M + H) 


2 


986 


ki /^:— a it a /^imothx/iominM-fi r 7 R-tptrflhvdroaulnazolin-2-vll 
N-(CiS^^i4-^0lm©inyiarriinO/ - O l O l / l o~ieuaiiyviivnuiMM.wnii c j»j 

amino}cyclohexyl)-2-(1H-indol-3-yl)acetamide 


447 (M + H) 


1 


987 


N-(cis^[4-(dimethylamino)-5,6,7,B-tetrahydroquina2olin-2-yl] 

««*ir»^ii^#/>irkhov\#iN ^ ^-mPthvl-P-nhenvl-l 3-thiazoi-4-vl) 

arnino)cycionexyi/*fc"^OTTieiriyr^ pnenyi « uhc»*-vm ji/ 
acetamide 


505 (M + H) 


3 


988 


N-tcis^K-tdimethylaminoJ-S.ey.S-tetrahydroquinazolin^-yl] 

arninojcycionGxy^-^-vDTTieinoxy-o-oAu-^jO uiiiyuiw » 

-yl)acetamide 


492 (M + H) 


3 


989 


N-tcis^^-tdimethylaminoJ-S.e^.a-tetrahydroquinazolin^-yl] 
arnino}cyclon6xyi)"2"\ i -t(4-meinoAyDen^yi;uiiuj uyuiuneAyij 
acetamide 


566 (M + H) 


3 


990 


amino}cyclohexyl)-2-(7-methoxy-2-oxo-2H-chromen-4-yl) 
acetamide 


506 (M + H) 


1 


991 


ki i.u /i ir>i /riimAtkjiQminn\.(\ R 7 R-tfttrah\/droouinHZOlin-2-vll 
N"(cis-4^[4-(0ii7ieiny!aniino^"O|O f / »o wu 01 iy ui w^y » i«*wm i «- jij 

amino}cyclohexyl)-2-(1H-indol-3-yl)-4-oxo-4-phenylbutanamide 


565 (M + H) 


2 


992 


4-(4-bromophenyl)-N-(cis-4-{[4-(dimethylamino)- 
5,6,7,0-ietranyoroquinazonn-^-yijm^ ^ \»»» ,mv,w ' 
3-yl)-4-oxobutanamide 


643 (M + H) 


3 


993 


N-(cis-4^4-(dimethylanriino)-5 > 6,7,8-tetrahydroquinazolin-2-yl] 

n«,mAi/«iniAhflv\/h o c Himothui-9-rf/rd-(trifiuorornethoxv)Dhenvl1 
amino)cycionexyi/-o l o-uiiTieinyi-fc"uti.'* \u muwiwmouiw^j/^iiwii/'j 

amino}carbonyl)amino]benzamide 


640 (M + H) 


1 


994 


3,5-dichloro-N-(cis-4-{[4-(dimethylamino)- 

S.ey.B-tetrahydroquinazolin^-ynaminoJcyclohexyl)- 

2-[(3-phenyiprop-2-ynoyl)amino]benzamide 


605 (M + H) 


1 


995 


3-[2-(4-bromophenyl)-6 l 6-dimethyl-4-oxo-4,5 I 6,7-tetrahydro-1H- 

indol-1-yl]-N-(cis-4-{[4-(dimethylamino)- 
5,6,7 ( 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)benzamlde 


709 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


996 


4-(4-tert-butylphenyl)-N-(cls-4-{[4-(climettiylamino)- 
5,6 l 7,8-tetrahydroquinazo!in-2-yl]amino}cyclohexyl)-2-(7-ethyl- 
1 H-indol-3-yl)-4-oxobutanamide 


649 (M + H) 


1 


997 


4-(4-tert-butylphenyl)-N-(cls^[4-(dimethylamino)- 

5 6 7 fl4etrflhvdroauina2olin-2-vllamino)cvclohexvl)-2-(1-rnethyl- 

1 H-indol-3-yl)-4-oxobutanamide 


635 (M + H) 


3 


998 


N-lcis^^dimethylaminoJ-S.ej.B-tetrahydroquinazoHn^-yl] 
ominnWrlohpwh-2-/1 -methvl-1 H-indol-3-vlM-f4-methYlphenyl)- 
4-oxobutanamide 


593 (M + H) 


2 


999 


N-(2,4-dichlorophenyl)-2-{2-[(cis-4-{[4-(dimethylamino)- 

c c 7 o totrahwHrrtnijinfl7nlin-2-vllaminolcvclohexvharninol- 

2-oxoethyl}benzamide 


595 (M + H) 


I 3 


4 AAA 
1UUU 


m SHc^^rA./riimAth\/lflrninrri-5 a 7 A-tetTahvdroauinazolin-2-vl] 
amino}cyclohexy!)-2-methyl-1-(3-morpholin-4-ylpropyl)-5-phenyl- 
1 H-pyrrole-3-carboxamide 


600 (M + H) 


1 


1001 


N-(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-ylJ 
amino}cyclohexyl)-4-(4-nitrophenyl)butan amide 


481 (M + H) 


1 


1002 


(2E) N (cis-4-{[4-(dimethylamjno)-5,6,7,8-tetrahydroquinazolin- 
2-yl]amino}cyclohexyl)-3-(2-njtrophenyl)acrylamide 


465 (M + H) 


3 


1003 


N-(cis^[4-(dimethylamino)-5 ( 67,8-tetrahydroquina2olin-2-yl] 
amino}cyclohexyl)-2-(3-phenoxyphenyl)acetamide 


500 (M + H) 


2 


1004 


N-(cis-4^[4-(dImethylamino)-5 ) 6,7,8-tetrahydroquina2olin-2-yl] 
ami nojcyclohexy l)-2-(4-phenoxyp heny l)acetamide 


500 (M + H) 


i 2 


1UUO 


m (niG.AJfA.-f fi\m(*th\i\am\nn\-R R 7 84etrahvdroauinazo!in-2-vll 
amino}cyclohexyl)-2-(2i)henyl-1H-indol-3-yl)acetamide 


523 (M + H) 


1 


4 AAA 
1UUD 


5 t 6,7 p 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl) 
-N1 ,N1-dlpropylglutamamide 


606 (M + H) 


1 


1007 


N-(cis-44[4-(dimethyiamino)-5 ( 6,7,8-tetrahydroquina20lin-2-yl] 
amino}cyclohexyl)-3-phenoxybenzamlde 


486 (M + H) 


1 


1008 


N-tcis^^^^dimethylaminoJ-S.ey.S-tetrahydroquinazolln^-yl] 
amino}cyclohexyl)-2-(2-phenylethyl)benzamide 


498 (M+H) 


3 


1009 


3-benzoyi-N-(cis-4-{[4-(dimethyiamino)- 
5 ( 6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)benzamide 


498 (M + H) 


3 


1010 


N-(cis-4-[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-(ethylthio)-2,2-diphenylacetamide 


544 (M + H) 


2 


1011 


2-[(2-cyanophenyl)thio]-N-(cis-4-[4-(dimethylamino)- 
5,67,8-tetrahydroquina20lin-2-yi]amino}(^clohexyl)benzamide 


527 (M + H) 


3 


1012 


2-[4-(benzyloxy)-3Hnethoxyphenyl]-N-(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)acetamide 


544 (M + H) 


3 


1013 


N-(cis^[4-(dimethylamino)-5 l 6 i 7 l 8-tetrahydroquinazolin-2-yl] 
aminol}cyclohexyl)-N'-[(1 R)-1 -(1 -naphthyl)ethyl]phthalamide 


591 (M + H) 


3 


1014 


(2S)-2-(3-benzoylphenyl)-N-(cis-4-{[4-(dlmethylamino)- 
S.SJ.e-tetrahydroquinazolin^-yllaminoJcyclohexyOpropanamide 


526 (M + H) 


3 
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Ex. No. 


compound name 


MS 


dasa 


1015 


N , -(ci8^fl4-(dlmethylamino)-5 l 6.7 I 8-tetrahydroqulnazolin-2-yl] 
amino}cyclohexyl)-N f N-bis[(1 S)-1 -phenylethyl]phthalamide 


645 (M + H) 


4 

1 


1016 


(2S)-N-(cis-4-{[4-(dimethylamino)-5,6 l 7,8-tetrahydroquina2olin- 
2-yl]amino)cyclohexyl)-2-(2-fluoroblphenyM-yl)propanamlde 


516 (M + H) 


2 


1017 


2-[(4-chlorobenzyl)thio]-4-(4-chlorophenyl)-N-(cls-4"{ 
^-(dimethylaminoJ-S.ey.S-tetrahydroquinazolin^-yllamino} 

cyclohexyl)-4-oxobutanamide 


640 (M + H) 


3 


1018 


2-[(4-chlorobenzyl)thio]-N-(cis-4-{[4-(dimethylamino)-5,6, 7 , 

8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)- 

4-(4-methylphenyl)-4-oxobutanamide 


620 (M + H) 


2 


1019 


N-(cis-44[4-(dimethylamino)-5 ( 6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-{(1E)-6-fluoro-2-methyl-1-[4-(methylsulfinyl) 

benzylidene]-1 H-inden-3-yl Jacetamide 


628 (M + H) 


1 

_ 


1020 


N-(cis-4-{[4-(dimetnylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-[4-(2-thienylcarbonyl)phenyl]propanamide 


532 (M + H) 


2 


1021 


N-(cis-44[4-(dimethylamino)-5 t 6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-4-oxo-4-(2-thienyl)butanamide 


456 (M -i- H) 


3 


1022 


N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroqu»nazolin-2-yl] 
amino}cyclohexyl)-4-(2-thienyl)butanamide 


442 (M + H) 


3 


1023 


N-tcis^^-tdimethylaminoJ-S.ey.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2-(2,4,6-trichlorophenoxy)acetamide 


526 (M + H) 


3 


1024 


2 [5-(benzyloxy)-1 H-indol-3-yl]-N-(cls-4-{[4-(dimethylamino)- 
5 6 7 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)acetamide 


553 (M + H) 


3 




N-(cls^[4-(dlmethylamino)^,6J l 8-tetrahydroqulnazolin-2-yl] 
amino}cyclohexyl)-2-(1 -naphthoyl)benzamide 


548 (M + H) 


3 


1026 


3- (benzyloxy)-N-(cis-4-{[4-{dimethy!amino)- 
S.ey.S-tetrahydroquinazolin^-yflaminolcyclohexyl)- 

4- methoxybenzamide _ 


530 (M + H) 


1 


1027 


N-(cis-4^[4-(dimethylamino)-5,67.8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-methyl-1 ,5-diphenyM H-pyrrole- 
3-carboxamlde 


549 (M + H) 


2 


1028 


1.{2-[(2-chloro-6-fluorobenzyl)thio]ethyl}-N-(cis-4-{[4-(dimethy- 

lamino)^,673-tetrahydroquinazoHn-2-yl]amino}-cycloh8xyl)- 

2-methyl-5-phenyl-1H-pyrrole-3-carboxamide 


675 (M + H) 


2 


1029 


N-(cis^[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl^ 
amino}cyclohexyl)anthracene-9-carboxamide 


494 (M + H) 


3 


1030 


N-tcis^^-CdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2-phenoxybenzamide 


486 (M + H) 


1 


1031 


N-tcis^-i^-CdimethylaminoJ-S.ey.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)biphenyl-2-cart)oxamide 


470 (M + H) 


3 


1032 


N-(cis-4-{I4(dimethylamino)-6 l 6 l 7 l 8-tetrahydroquinazoiin-^-yij 
amino}cyclohexyl)-3 t 3-diphenylpropanamide 


498 (M + H) 


3 


1033 


N-(cis-4-[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-phenylquinoline-4-carboxamide 


521 (M + H) 


2 
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compound name 


MS 


class 


1034 


N-(cis-4^[4-(dimethylamino)-5,673-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N4(1 S)-1 -phenylethyl]phthalamide 


541 (M + H) 


3 


1035 


N-tcis^^-tdimethylaminoJ-S.SJ.e-tetrahydroquinazolin^-yl] 
amlno}cyclohexyl)-2-(4Hmethylbenzoyl)ben2amjde 


512 (M + H) 


3 


lUob 


m fri£-4-ir4-fdlmethvlamlno)-5 6 7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-2-(phenoxymethyl)benzamide 


500 (M + H) 


3 


1037 


2-[4-(4-ch!orophenyl)-2-phenyl-1,3-thiazol-5-yl]-N-(cis^ 
ta /Hrmpthuiflmino^-fi 6 7 84etrahvdroauinazolin-2-yllamino} 
cyclohexyl)acetamide 


601 (M + H) 


3 


1038 


ki /^ie A-frA-MimpthvinminoV5 6 7 8-tetrahvdroauinazolin-2-yl] 
amino}cyclohexyl)-1 -[(4-methylphenyl)sulfonyl]-1 H-pyrrole- 
3-carboxamide 


537 (M + H) 


3 


1039 


m ^ie-A-jrA-/HimAthviaminoV5 6 7 8-tetrahvdroquinazoiin-2-yl] 
amlno}cyclohexyl)-5-(3-nltrophenyl)-2-furamlde 


505 (M + H) 


2 


1040 


3-chloro-N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydro- 
niiina7oiin-p-viinmino\f^dohexvl^-(methvlsulfonYl)thiophe 

□Uinozuiiii & yijw i in iv/wywivi iw*y 1/ ~ v iwuiyw""""/'/"' ~ 

2-carboxamide 


512 (M + H) 


3 


1041 


3- chloro-N-(cis-4-{[4-(dimethylamino)- 

c e 7 o tjatroh\/Hrriniiinn7nlin-2-\/ilflrTlino)CVClohSXVlV 
0,0,/ jO'lSircinyOIO^Ull ItttUllll ^ y ijm i hi iwjvr ■/ 

4- (isopropylsulfonyl)-5-(methylthio)thiophene-2-carboxamide 


586 (M + H) 


3 


1042 


ki xjm /HimAthviaminrri-'i 6 7 8-tetrahvdroauin8ZoIin-2-yll 

amlno}cyclohexyl)-3-iodo-4-(lsopropylsulfonyl)-5-(methylthio) 

thiophene-2-carboxamide 


678 (M + H) 


3 


1043 


N-fcis^^-tdimethylaminoJ-S^J.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-5-nitrothiophene-3-carboxamide 


445 (M + H) 


1 


1044 


N-(cis-44t4-(dim©thylamino)-5,6,7 f 8-tetrahydroquinazoHn-2-yl] 
amino)cyclohexyl)-1 -methyl-4-nitro-1 H-pyrrole-2-carboxamide 


442 (M + H) 


1 


1045 


N-tcis^^^dimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-1 -(phenylsulfonyl)-l H-indole-3-carboxamide 


573 (M + H) 


3 


. 1046 


N-tcis^^-tdimethylcOTinoJ-S.e^.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-4-nltrobenzaniide 


439 (M + H) 


3 


1047 


N-tcis^^-tdlmethylaminoJ-S.ey.S-tetrahydroquinazolln^-yl] 
amino}cyclohexyl)-2-methoxy-4-nltrobenzamjde 


469 (M + H) 


2 


1048 


N-(cis-4^[4-(dimethylamino)-5,6,7.8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-3-fluoro-4-(trifluoromethyl)benzamide 


480 (M + H) 


3 


1049 


N-(cis-4^4-(dime%la™^ 
amino}cyclohexyl)-2-fluoro-4-nitrobenzamide 


457 (M + H) 


3 


1050 


N-(cis-44t4-(dimethylamino)-5,6,7 l 8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-3,5-dlmethyl-4-nitrobenzamide 


467 (M + H) 


3 


1051 


N^cis^K-tdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2-mesityl-2-oxoacetamide 


464 (M + H) 


3 


1052 


N-tcis^^^dimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-2-methoxy-2-phenylacetamide 


438 (M + H) 


2 


1053 


N-fcis^^-CdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-1,2;3/*-t^^ 


448 (M + H) 


3 
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5 


1054 


N^cis^^-CdimethylaminoJ-S.e.y.B-tetrahydroquinazolin^-yll 
aminoJcyclohexylJ-I.S-benzothiazole-e-carboxamido 


451 (M + H) 


3 




1055 


S-chloro-N^cis^^^^dimethylaminoJ-S.e./.B-tetrahydro- 
qulnazolln-2-yl]amino}cyclohGxyl)-2-hydroxybGnzamld© 


444 (M + H) 


1 


10 


1056 


2-chloro-N-(cis-4-{[4-(dimethylamino)-5,6 l 7,8-tetrahydro- 
quinazolin-2-yl]amino}cyclohexyl)-5-(methylthio)-benzamide 


474 (M + H) 


3 




1057 
1 uj / 


N-tcis^^^dimethylamlnoJ-S.e.y.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-7-methoxy-1-benzofuran-2-carboxamide 


464 (M + H) 


3 


15 


1 uoo 


2- flmino-N-(cis-4-(f4-(dimethylamino)- 
5,6,7,B-tetrahydroquinazolin-2-yl]amino}cyclohexyl)- 

3- methylbenzamide 


423 (M + H) 


3 






2-rallvlthio)-N-fci6-4-{r4-(dimethylamino)- 
5,673-tetrahydroquinazolin-2-yl]amino}cyclohexyl)nlcotinamide 


467 (M + H) 


3 


20 


1060 


3,5-di-tert-butyl-N-(cis-4^4-(dimethylamjno)- 

5 6 7 8-tetrahvdroauinazolln-2-yt]amino}cyclohexyl)- 

4-hydroxybenzamide 


522 (M + H) 


3 ! 


25 


1 UO 1 


5-bramo-N-rfcis-4-fr4-(dimethvlamino)- 

5,67,84etrahydroquinazolin-2-yl]aniino}cyclohexyl)methyl] 

thiophene-2-carboxamide 


492 (M + H) 


3 




1 ACQ 


W-NHft-4Wf4-fdimethvlaminoV5 6 7.8-tetrahvdroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-2-(2,3 l 6-trichlorophenyl)acetamide 


524 (M + H) 


2 


30 


1063 


2-(2-chloro-4-fluorophenyl)-N-[(ci8-4^[4-(dimethylamino)- 
567 8-tetrahvdroauinazolin-2-vnamino}cyclohexyl)methyl]- 

acetamlde 


474 (M + H) 


3 


35 


1064 


5-(4-chloro-2-nltrophenyl)-N-[(cis-4-{[4-(dimethylamino)- 
cg7 A.tetrahvdroauinazolin-2-vl1amino}cyctohexyt)methyl]- 
2-furamide 


553 (M + H) 


3 




1 UuO 


^^hioro-N-Tfcis^-^-fdimethvlarninoi-S.ej.S-tetrahydro- 

quinazolin-2-yl]amino}cyclohexyl)methyl]thiophene- 

2-carboxamide 


448 (M + H) 


3 


40 


1066 


N-[(cis^[4-(dimethylamlno)-5,673-tetrahydroqulnazonn-2-yl] 
amino}cyclohexyl)methyl]-2,3-diphenylpropanamide 


512 (M + H) 


3 




1067 


N-lfcis^^-CdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyl]-3-(2-hydroxyphenyl)propanamide 


452 (M + H) 


3 ; 


45 


1068 


N-[(cis^-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-5-iodo-2-furamide 


524 (M + H) 


3 




1069 


N-[(ci3^-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-2-(2-iodophenyl)acetamide 


548 (M + H) 


3 


50 


1070 


(2E)-N-[(cis-44(4-(dimethylamino)-5,67,8-tetrahydroquinazo!in- 
2-yl]amino}cyclohexyl)methyl]-3-(3-nitrophenyl)acrylamide 


479 (M + H) 


2 




1071 


N-Kcis^^^dimethylaminoJ-S^y.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyq-3-oxoindane-1-carboxamide 


462 (M + H) 


3 


55 


1072 


2-benzyl-N-[(cls^[4-(dlmethylamino)- 
S.eT.B-tetrahydroquinazolin^-yllaminoJcyclohexyOmethyl] 

benzamide 


498 (M + H) 


3 
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5 


1073 


2 l 2-bis(4-chlorophenyl)-N-I(cis-4-{[4-(dimethylamino)- 
5,67,8-tetrahydroquinazolin-2-yl]amlno}cyclohoxyl)methyl] 

acetamide 


566 (M + H) 


3 




1074 


N-[(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroqulna2olin-2-yl] 
amino}cyclohexyl)methyG-5-(4-methyl-2-nltrophenyl)-2-furamide 


533 (M + H) 


3 


10 


1075 


N-Kcis^-i^-tdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyl]-5-nitrothiophene-2-carboxamide 


459 (M + H) 


3 




1076 


N-Kcis^K^dimethylaminoJ-S^J.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyl]-3-methyl-4-nitroben2amide 


467 (M + H) 


3 


15 


1077 


N-Kcis^IA-tdimethylamino^.ej.B-tetrahydroquinazolln^-yQ 
amino}cyclohexyl)methyl]-3-methoxy-4-nitrobenzamide 


483 (M + H) 


3 


20 


1078 


1-benzyl-N-[(cls-4-{[4-(djmethylamlno)- 

5 6 7 8-tetrahvdroauinazolin-2-yl]amino)cyclohexyl)methyr|-1H- 

jndole-3-carboxamide 


537 (M + H) 


3 




1079 


2-cyclohex-1 -en-1 -yl-N-[(cls^[4-(dimethylamino)- 

5 6 7 8-tetrahvdroauinazolin-2-yl]amino}cyclohexyl)methyi] 

acetamide 


426 (M + H) 


3 


25 


1080 


N-[(cis-4-{[4-(dimethylamino)-5,6,7 p 8-tetrahydroquinazolin-2-yl] 
ominnWclohexvhmethvn-4-(4-ethoxvphenyl)-2-(3H7iethyl-5-oxo- 
1 -phenyl-4,5-dihydro-1 H-pyrazol-4-yl)-4-oxobutanamide 


680 (M + H) 


3 


30 


1081 


N-Kcis^HK-tdimethylaminoJ-S.ej.B-tetrahydroqulnazolin^-yl] 
flminnWclohexvnmethvll-2-r2-(trifluoromethoxy)phenyl]- 

acetamide 


506 (M + H) 


3 






4. /hAn7vlom/^N-ffcis-4-ir4-(dimethvlamino)- 

5. ey.B-tetrahydroquinazolin^-yllaminoJcyclohexyOmethyl]- 

3,5-dimethylbenzamide 


I 542 (M + H) 


3 


35 


lUDO 


N-rrcis-4-/f4-fdimethvlamino)-5,6,7 t 8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-9H-xanthene-9-carboxamide 


512 (M + H) 


3 




1 CiRA 


2-f1-benzothien-3-vi)-N-[(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)methyl] 

acetamide 


478 (M + H) 


3 


40 


1085 


N2-{cis-4-[(2,6-dimethoxybenzyl)amino]cyclohexyl} 
-N4 l N4-dimethylquinoline-2,4-diamine 


435 (M + H) 


3 




1086 


N2-{cls-4-[(2-ethoxybenzyl)amino]cyclohexyl} 
-N4,N4-dimethylquinoline-2,4-diamine 


419 (M + H) 


3 


45 


1087 


N2-{cis-4-[(1H-indol-3-ylmethyi)amino]cyclohexyl} 
-N4 f N4-dimethylquinoline-2,4-diamine 


414 (M + H) 


3 




1088 


N2-{cis-4-[(2 l 5-dimethoxybenzyl)amino]cyclohexyl} 
-N4 l N4-dimethylquinoline-2,4-diamine 


435 (M + H) 


3 


50 


1089 


N2-(cis-4^(4-methoxy-1-naphthy0methyl]amino}cyclohexyl) 
-N4,N4-dimethylquinoiine-2,4-diamine 


455 (M + H) 


3 




1090 


N2-(cis-4-{[(5-methoxy-1H-indol-3-y»)methyl]amino}-cyclohexyl) 
-N4 > N4-dimethylquinoline-2,4-diamine 


AAA /II 1 IV 

444 (M + H) 


o 


55 


1091 


N2-(cis-4^(2-methoxy-1-naphthyl)methyl]amino}cyclohexyl) 
-N4,N4-dimethylquinoline-2,4-diamine 


455 (M + H) 


3 
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1092 


4-bromo-2-{[(cis-4^[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)amlno}methyl}-6-methoxyphenol 


499 (M + H) 


3 


1093 


N2-(cls^[(5-bromo-1 H«into^ 
-N4,N4-dimethylquinoline-2,4-diamine 


492 (M -i- H) 


3 


1094 


N2-{cis-4-[(2,4-dImethoxybGnzyl)am(no]cyciohexyl} 
-N4,N4-dimethylquinoline-2 ( 4-diamine 


435 (M + H) 


3 


1095 


N4,N4-dimethyl-N2-{cis-4-[(2 I 3 l 4-trimethoxyben2yl)amino] 
cyclohexyl}quinoline-2,4-diamine 


465 (M + H) 


3 | 


1096 


4-{[(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
aminolmethyQ^.e-dimethoxyphenol 


451 (M + H) 


3 


1097 


N2-{ci8-4-[(3-ethoxy-4-methoxybenzyl)amino]cyclohexyl) 
-N4,N4-dimethylquinoline-2 > 4-diamine 


449 (M + H) 


3 


1098 


N4 > N4-dimethyl-N2^cis-4-[({3-[4-(trifluoromethy!)phenyQ-1H- 
pyra2oW-yl}m8thyl)amino]cyclohexyl}quinoline-2,4-diamine 


509 (M + H) 


3 


1099 


N4,N4-dimethyl-N2^cis-4-[(3 ( 4 l 5-trim©thoxybenzyl)amino] 
cyclohexyl}quinoline-2,4-diamine 


465 (M + H) 


3 


1100 


N4,N4-dimethyl-N2^is-4-[(pentamethylbenzyl)amlno] 
cyclohexyl}quinoline-2,4-diamine 


445 (M + H) 


3 


1101 


N2-{cls-4-[(3,5-dimethoxybenzyl)amino]cyclohexyl} 

^4^4^^6^^01001100-2,4^181^1106 


435 (M + H) 


3 


1102 


44[(cis-4-{[4-(dimethylamioo)quinolio-2-yl]arnino}cyclohexyl) 
amioo]methyl}-2-iodo-6-methoxyphenol 


547 (M + H) 


3 


1103 


4-{[(cis-4-{[4-(dimethylamioo)qujnolio-2-yl]amioo}cyclohexyl) 
amino]methyl}-2,6-dimethylphenol 


419 (M + H) 


3 


1104 


N2-{cis-4-[(3-methoxybenzyl)amioo]cyclohexyl} 
-N4 ( N4-dimethylquloolioe-2 t 4-diamioe 


405 (M + H) 


3 


1105 


N2-{cis-4-[(3-bromo-4-fluorobeozyl)amino]cyclohexyl} 
-N4,N4-dimethylquinolioe-2,4-dlamine 


471 (M + H) 


3 


1106 


N4,N4-dimethy^-N2^cis-4-[(3^^heoylbutyl)amioo]cyclohexyl} 
quiooline-2,4-diamine 


417 (M + H) 


3 


1107 


3^[(cis-4-^[4-(dimethylamioo)qujnolin•2-yl]amioolcyclohexyl^ 
amino}methyl}-6-methyl-4H-chromeo-4-ooe 


457 (M + H) 


3 


1108 


3-{[(ci8-4-{[4-(dimethylamioo)quioolin-2-yl]amioo}cyclohexyl)- 
aminolmethyO-e.S-dimethyl^H-chromeo^-ooe 


471 (M + H) 


3 


1109 


N2-(cis-4-{[(2 ( 5-dimethyl-1 -phenyM H-pyrrol-3-yl)methyl]amioo} 
cyclohexyl)-N4,N4-dimethylquinoline-2,4-djamine 


468 (M + H) 


3 


1110 


N4,N4-dimethyl-N2-{cis-4-[(2-pheoylpropyl)amino]cyclohexyl} 
qulooline-2,4-diamioe 


403 (M + H) 


3 


1111 


N2-(cls*4-{[(2E)-2-beozy!ideoeheptyl]amino}cyclohexy() 
-N4,N4-dlmethylquioolioe-2 ( 4-diamioe 


471 (M + H) 


3 


1112 


N2-(cis-4-{[(2E)-3-(2-methoxyphenyl)prop-2-eo-1-yl]amino} 
cyclohexyl)-N4 l N4-dlmethylquiooline-2,4-diamloe 


431 (M + H) 


3 


1113 


6-chloro^[(cis-4-{[4-(dimethylamioo)quioolio-2-yl]amino} 
cyclohexyl)amino]methyl-4H-chromen-4-ooe 


477 (M + H) 


3 
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class 


1114 


N2-[cis-4-({[5-(4-fluorophenyl)pyridin-3-yl]methyI}amino)- 
cyclohexyl]-N4,N4-dimethylquinoHne-2,4-diamine 


470 (M + H) 


3 


1 1 IO 


ethvl A fi-dichloro-34Ffcifi-4-^r4-(dlmethvlamino)auinolin-2-vl] 
amino}cyclohexyl)amino]methyl}-1H-lndole-2-carboxylate 


552 (M - H) 


1 


111 A 
111 0 


mothwi 9-r^wrrrte-4-/r4-^dimethvlamino^auinolin-2-vnarrilno) 
cyclohexyl)amino]methyl}imidazo[2,1 -b][1 ,3]thiazol-6-yl)thio] 
benzoate 


587 (M + H) 


3 


1117 


N2-[cis-4-({[3-(4-fluorophenyl)-1H-pyrazol-4-yl]methyl}amjno)- 
cyclohexyl]-N4,N4-dimethylquinoline-2,4-diamine 


459 (M + H) 


3 


1118 


N4,ISI4-dimethyl-N2-(cis-4-{(4-(methylthio)ben2yl]amlno} 
cyclohexyl)quinoline-2,4-diamine 


421 (M + H) 


3 


1119 


N4,N4-dimethyl-N2-{cis-4-[(1-naphthylmethyl)amino]cyclohexyl} 
quinoline-2,4-diamine 


425 (M + H) 


3 


1120 


44[(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
amino]methyl}-2-methoxyphenol 


421 (M + H) 


3 


1121 


N2-{cis-4-[(3-chloro-4-fluorobenzyl)amino]cyclohexyl} 
-N4,N4-dimethylquinoline-2,4-diamine 


427 (M + H) 


3 


1122 


N2-(cis^[(2 t 6-dimethoxyben2yl)amino]methyl}cyclohexyl) 
-N4 l N4-dimethylquinoIine-2,4-diamine 


449 (M + H) 


22 


1123 


N2-(cis-44[(2-ethoxybenzyl)amino]methyl)cyclohexyl) 
-N4 l N4-dimethylquinoline-2,4-diamine 


433 (M + H) 


2 


1124 


N2-(cis-4^(1H-indol-3-ylmethyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylquinoline-2,4-djamjne 


428 (M 4- H) 


3 


1125 


N2-(cis-44[(2,5-dimethoxybenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylquinoline-2,4-diamine 


449 (M + H) 


3 


1126 


N2-[cls-4-({[(4-methoxy-1-naphthyl)methyl]amino}methyl)- 
cyclohexyl]-N4,N4-dimethylquinoline-2,4-diamine 


469 (M + H) 


2 


1127 


N2-[cis-4-({[(5-methoxy-1H-indol-3-yl)methyl]amino}-methyl) 
cyclohexyl]-N4,N4-dimethylquinoline-2,4-diamine 


458 (M + H) 


3 


1128 


N2-[cis-4-({[(2-methoxy-1-naphthyl)methy0amino}methyl)- 
cyclohexyl]-N4,N4-dimethylquinoline-2,4-diamine 


469 (M + H) 


3 


1129 


4-bromo-2-({[(cis-4-{[4-(dimethylamino)quinolin-2-yl]arriino} 
cyclohexyl)methyl]amino}methyl)-6-methoxyphenol 


513 (M + H) 


2 


1130 


N2-[cis-4-({[(5-bromo-1H-indol-3-yl)methyGamino}methyl)- 
cyclohexyl]-N4,N4-dimethylquinoline-2 ( 4-diamjne 


506 (M + H) 


2 


1131 


N2-(cis-4-{[2,4-dimethoxybenzyl)amino]methyl)cyclohexyl) 
-N4,N4-dimethylquinoline-2 l 4-diamlne 


449 (M + H) 


3 


1132 


N4 l N4-dimethyl-N2-(cis-4-{(2 t 3,4-trimethoxybenzyl)amino]- 
methylJcyclohexyO-quinoline^^-diamin© 


479 (M + H) 


3 


1133 


4-({[(cis^-{[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)- 
methyl]amino}methyl)-2,6-dimethoxyphenol 


465 (M + H) 


3 


1134 i 


N2-(cis^[(3-ethoxy-4-methoxybenzyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylquinoline-2 t 4-diamlne 


463 (M + H) 


3 
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5 


1 TOO 


pyrazol-4-yl}methyl)amino]methyl}cyclohGxyl)-quinoline- 
2,4-dlamine 


523 (M + H) 


3 




1136 


N4,N4-dlmethyl-N2-(cis-4-{[(3,4 ( 5-trimethoxybenzyl)amlno]- 
methylJcyclohexylVquinoline^^-diamine 


479 (M + H) 


3 


10 


1137 


N4,N4-dlmethyl-N2-(cis-4-{t(pentamethylb8nzy0amino]-methyl} 
cyclohexyl)-quinoline-2,4-diamine 


459 (M + H) 


3 




1138 


N2-(cis^[(3 t 5-dimethoxybenzyl)amino]methyl}cyclohexyl) 
-N4 l N4-dimethylquinoline-2,4-diamine 


449 (M + H) 


3 


15 


1139 


4-({[(cis^-[4-(dimethylamino)qui^ 
methyl]amino}methyl}-2-iodo-6-methoxyphenol 


561 (M + H) 


3 




1140 


4({[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]amino}methyl)-2,6-dimethylphenol 


433 (M + H) 


3 


20 


1141 


N2-(cis-4-{[(4-methoxybenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylquinollne-2 > 4-dlamine 


419 (M + H) 


3 




1142 


N2-(ci8^[(2 l 3-dihydro-1 l 4-benzodioxin-6-ylmethyl)amino]- 
methyl}cyclohexyl)-N4,N4-dimethylquinoline-2,4-diamlne 


447 (M + H) 


3 


25 


1143 


N2-(cis^[(3-bromobenzyl)amino]methy()cyclohexyl) 
-N4 l N4-dimethylquinoline-2,4-diamine 


467 (M + H) 


3 




1144 


N2-(cls-44[(5-bromo-2,4-dimethoxybenzyl)amlno]methyl} 
cyclohexyl)-N4,N4-dimethylquinoline-2,4-dlamine 


527 (M + H) 


2 


30 


1145 


N2-(cis^[(5-bromo-2-methoxybenzyl)amino]methyl}- 
cyclohexyl)-N4 > N4-dimethylquinolino-2 l 4-diamine 


497 (M + H) 


3 




1146 


3^hloro-4-({[(cis^-{[4-(dlmethy!amino)quinolin-2-yl]arnino} 
cyclohexyl)methyl]amino}methyl)phenol 


439 (M + H) 


3 


35 


1147 


2-({[(cl8^[4-(dlmethylamino)quinolln-2-yl]amlno}cyclohexyl) 
methyl]amino}methyl)benzonitri!e 


414 (M + H) 


3 




1148 


N2-(cis-4-{[(3-chlorobenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylquinoline-2,4-diamjne 


423 (M + H) 


? 


40 


1149 


N2-(cis^[(4-chlorobenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylquinoline-2,4-diamine 


423 (M + H) 


3 




1150 


N2-(cis-4-«[4-(diethylamino)benzyl]amino}methyl)cyclohexyl] 
-N4,N4-dimethylquinoline-2 t 4-diamine 


460 (M + H) 


3 


45 


1151 


N2-[cis-4-({[4-(dimethylamino)ben27l]amino}methy!)-cyclohexyl] 
-N4,N4-dimethylquinoline-2 t 4-diamine 


432 (M + H) 


3 




1152 


N2-[cis-4-({[(9-ethyl-9H-carbazol-3-yl)methyl]amino}methyl)- 
cyclohexyl]-N4 ( N4-dimethylquinollne-2 > 4-diamine 


506 (M + H) 


3 


50 


1153 


N2-[cis-4-({[2-fluoro-5-(trffluoromethyl)benzyl]amlno}methyl)- 
cyclohexyl]-N4,N4-dimethylquinoline-2,4-diamine 


475 (M + H) 


3 




1154 


4({[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]amino methyl)phenol 


405 (M + H) 


3 


55 


1155 


[5-({[(cis-4-{[4-(dimethylamino)quinolin-2-yl)amino}cyclohexyl) 
methyl]amjno}methyl)-2-furyl]methanol 


409 (M + H) 


3 




1156 


N2-(cis^[(4-isopropoxybenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylquinoline-2,4-diamjne j 


447 (M + H) 


3 
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MS 
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1157 


N2-[ci3-4-({[(5-ethyl-2-thienyl)methyl]amino}methyl)-cyclohexyl] 
-N4,N4-dimethylquinoline-2 > 4-diamine 


423 (M + H) 


3 


1158 


N2-(cis-4H[(3 l 3-diphenylprop-2-en-1-yl)amino]methyl}- 
cyclohexyl)-N4 l N4-dimethylquinoline-2,4-dlamlne 


491 (M + H) 


1 


1159 


4({[(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]amino}methyl)-2-ethoxyphenol 


449 (M + H) 


3 


1160 


N2-{cis-4-[({(4-(dimethylamino)-1-naphthy0methyl}amino)- 
methyl]cyclohexyl}-N4 t N4-dimethylquinoline-2 ( 4-dlamjne 


482 (M + H) 


3 j 


1161 


N4 ( N4-dimethyl-N2-(cis-4-{[(2,4,6-trimethoxybenzyl)-amino] 
methyl}cyclohexyl)quinoline-2 t 4-diamine 


479 (M + H) 


2 


1162 


2-brDmo-4-chloro-6-({[(cis-4-{[4-(dimethylamino)quinoljn-2-yl] 
amino}cyclohexyl)methyl]amino}mothyl)phenol 


517 (M + H) 


3 


1163 


3-({[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]amino}methyl)benzonrtrile 


414 (M + H) 


3 


1164 


N2-(cis^[(24luoro-5-methoxybGnzyl)amino]methyl}-cyclohexyl) 
-N4,N4-dlmethylquinoline-2 ( 4-diamine 


437 (M + H) 


3 


1165 


N4,N4-dlmethyl-N2^cis-4-[({2-[(tr^fluoromethyl)thio]benzy!)- 
amino)methyl]cyclohexyl}quinoline-2,4-diamine 


489 (M + H) 


3 


1166 


N2-(cis-4-{[(5-bromo-2-ethoxyben2yl)amino]methyl}-cyclohexyl) 
-N4,N4-dimethylqulnoline-2,4-diamine 


511 (M + H) 


3 


1167 


N2-(cis^[(2 l 4-dimethoxy-3-methylbenzyl)amino]methyl}- 
cyclohexyl)-N4 I N4-dimethylquinoline-2,4-diamine 


| 463 (M + H) 


3 


1168 


N4,N4-dimethyl-N2-[cis-4-({[2-(trif!uoromethoxy)benzyQ-aminoJ 
methyl)cyclohexyl]-quinolino-2,4-diamine 


473 (M + H) 


3 


1169 


N2-(cis^[(2 f 5-diethoxybenzy!)amino]methyl}cyclohexyl) 
-N4,N4-dimethylquinoline-2 > 4-dlamlne 


477 (M + H) 


2 


1170 


N2-(cis^[(2,4-diethoxybenzyl)aminolmethyl}cyclohexyl) 
-N4,N4-dimethylquinoline-2 l 4-diamine 


477 (M + H) 


2 


1171 


N2-(cis^[(3,5-dibromo-2-methoxybenzyl)amino]methyi}- 
cyclohexyl)-N4 l N4-dimethyIquinoHne-2,4-dlamine 


575 (M + H) 


2 


1172 


N2-(cis^-({[2-(difluoromethoxy)benzy0amino}methyl)-cyclohexyl] 
-N4,N4-dimethylquinoline-2 > 4-diamine 


455 (M + H) 


3 


1173 


N2-(cis-4-{[(5-fluoro-2-methoxybenzyl)amino]methyl}-cyclohexyl) 
-N4,N4-dlmethylquinoline-2 > 4-diamino 


437 (M + H) 


3 


1174 


N4,N4-dimethyl-N2-(cls-4-{[(2,4,5-triethoxyben2yl)amino]methyl} 
cyclohexyl)quinoline-2,4-diamine 


521 (M + H) 


2 


1175 


N4 l N4-dimethyl-N2-(cis-4-{[(2,4 l 5-trimethoxybenzyl)amino]- 
methyljcyclohexylj-quinoline^^-diamine 


479 (M + H) 


2 


1176 


N2-(cIs-4-{[(2,3-dlmethoxybenzyl)amlno]methyl]cyclohexyl) 
-N4,N4-dimethylquinoline-2 t 4-diamine 


449 (M + H) 


3 


1177 


N2-[cis-4-({[2-(allyloxy)benzyl]amino}methyl}cyclohexyl) 
-N4,N4-dimethylquinoline-2,4-diamine 


445 (M + H) 


2 


1178 


N2-(cis-4^(1-benzothien-3-ylmethyl)amino]methyl}-cyclohexyl) 
-N4 l N4-dimethylquinoline-2 ( 4-diamine 


445 (M + H) 


3 
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1179 


N4,N4-dimethyl-N2-[ci3-4-({[(1 -methyl-1 H-indol-3-yl)methyl] 
amino}methyl)cyclohexyl]quinoline-2,4-diamine 


442 (M + H) 


3 


1180 


N4,N4-dlmethyl-N2-[ci8-4-({I(5-m8thyl-2-thienyl)mothyl]amino} 
methyl)cyclohexyl]quinoIine-2,4-diamine 


409 (M + H) 


3 


1181 


N2-(cis^[(mesltylmethyl)amino]methyl}cyclohexyl) 
-N4 f N4-dimethylquinoline-2 l 4-diamine 


431 (M + H) 


3 


! 1182 


N2-(cis-4-{[(1 ,3-benzodioxol-5-y!methyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylquinoline-2,4-diamine 


433 (M + H) 


3 


1183 


N4 f N4-dimethyl-N2-(cis-4-{[(3-thienylmethyl)amino]methyl} 
cyclohexyl)quinoline-2,4-diamine 


395 (M + H) 


3 


1184 


N4,N4-dimethyl-N2-(cis-4-{[(3-methylbenzyl)amino]methyl} 
cyclohexyt)quinoline-2,4-diamine 


403 (M + H) 


3 


1185 


N4 l N4-dimethyl-N2-(cis-4-{[(2-methylbenzyl)amino]methyl} 
cyclohexyl)quinoline-2,4-diamine 


403 (M + H) 


3 


1186 


N4,N4-dimethyl-N2-(cis-4-{[(4-methylbenzyl)amlno]methyl} 
cyclohexyl)quinoline-2,4-diamine 


403 (M + H) 


3 


1187 


N2-(cis-44[(3,5-dichlorobenzyl)ann!no]methyl)cyclohexyl) 
-N4,N4-dinriethylquinoline-2,4-diamine 


457 (M + H) 


3 


1188 


N2-[cis-4-({[(7-methoxy-1,3-benzodioxol-5-yl)methyl]amino}- 
methyl)cyclohexyl]-N4,N4-dimethylquinoline-2,4-diamin8 


463 (M + H) 


2 


1189 


N2-(cis^[(3-bromo-4,5-dimethoxybenzyi)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylquinoline-2 l 4-diamine 


527 (M + H) 


3 


1190 


N2-(ci8^[(4-methoxy-3-methyibenzyl)amino]methyl}- 
cyclohexyl)-N4 > N4-dimethylquinoline-2,4-diamine 


433 (M + H) 


3 


1191 


N2-(cis-4-{[(2-bromo-4 l 5-dimethoxybenzyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylqulnollnG-2,4-diamine 


527 (M + H) 


3 


1192 


N4,N4-dimethyl-N2-[cis-4-({[(2-methyl-5-phenyl-3-furyl)methyl] 
amino}methyl)cyclohexyl]quinoline-2 ( 4-diamine 


469 (M + H) 


3 


1193 


N2-(cis-4-{[(3 ( 4-djmethoxybenzyl)aminolmethyl}cyclohexyl) 
-N4 l N4-dimethylquinoline-2,4-diamine 


449 (M + H) 


3 


1194 


4-({[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyl]amino}methyl)-2-methylphenol 


419 (M + H) 


3 


1195 


N2-(cis^[(4-methoxy-2,5-dimethylbenzyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylquinoline-2,4-diamine 


447 (M + H) 


3 


1196 


2-({[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyQamino}methyl)-6-methoxyphenol 


435 (M +H) 


3 


1197 


N2-[cis-4-({[3-chloro-2-fluoro-5-(trffluoromethyl)ben2yl]-amino} 
methyl)cyclohexyl]-N4 l N4-dlmethylquinoline-2,4-diamine 


509 (M + H) 


3 


1198 


N2-[cis-4-({[3-fluoro-5-(trlfluoromethyl)benzyl]amino}-methyl) 
cyclohexyl]-N4,N4-dimethylquinoline-2,4-diamine 


475 (M + H) 


3 


1199 


4-({[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)- 
methyl]amino}methyl)-2-fluoro-6-methoxyphenol 


453 (M + H) 


3 


1200 


N2-(cis-4^[(2-fluoro-4,5-dimethoxybenzyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylquinoline-2 t 4-diamine 


467 (M + H) 


3 
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1201 


N2-(cis-4-{[(2-ethylbenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylquinoline-2,4-dlamine 


417 (M + H) 


3 


1202 


3-J[4-({(cte-4-{{4-(dimethylamlno)quinolin-2-yl]amino}-cyclohexyl) 
methyl]amino}methyl)phenyl)(methyl)amlno]-propanenitrile 


471 (M + H) 


3 


1203 


N2-{cis-4-[({4H(4-bromobenzy!)oxy]benzyl)amino}mGthyl]- 
cyclohexyl}-N4,N4-dimethylquinoline-2 l 4-dlamine 


573 (M + H) 


3 


1204 


N2-(cis^[(3,5-dibromo-2-ethoxyb8nzyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylquinoline-2,4-diamine 


589 (M + H) 


3 


1205 


N2-{cls-4-[(2 > 6-dimethoxybenzyl)amino]cyclohexyl) 
-N4 l N4-dimethyipyrimidine-2,4-diamine 


386 (M + H) 


3 


1206 


N2-{cls-4-[(2-ethoxybenzyl)amino]cyclohexyl] 
-N4,N4-dlmethylpyrimidine-2,4-diamine 


370 (M + H) 


3 


1207 


N2-{cls-4-[(1H-indol-3-ylmethyl)aminolcyclohexyl) 
-N4 f N4-dimethylpyrimidino-2,4-diamine 


365 (M + H) 


3 


1208 


N2-(cis^2 l 5-dim0thoxybonzyl)amino]cyclohGxyl} 
-N4,N4-dlmethylpyrimidine-2,4-diamine 


386 (M + H) 


3 


1209 


N2-(cis^[(4-methoxy-1-naphthy0methyl]amino}cyclohexyl) 
-N4 1 N4-dimethylpyrimidine-2 l 4-diamlne 


406 (M + H) 


3 


1210 


N2-(cis^[(5-methoxy-1H-indol-3-yl)methyl]amjno}-cyclohexyl) 
-N4 l N4-dimethylpyrimidine-2,4-diamine 


395 (M + H) 


3 


1211 


N2-(cis^[(2-methoxy-1-naphthyl)methyllamino}cyclohexyl) 
-N4 l N4-dimethylpyrimidine-2,4-diamine 


406 (M + H) 


3 


1212 


4-bromo-2^[(cis^^[4-(dlmethylamino)py^imidin-2-yl]amino} 
cyclohexyl)amino]methyl}-6-methoxyphenol 


450 (M + H) 


3 


1213 


N2-(cis-4-{[(5-bromo-1H-indol-3-yl)methyl]amino}cyclohexyl) 
-N4,N4-dlmethylpyrimidlne-2,4-diamlne 


443 (M + H) 


2 


1214 


N2-{cis-4-[(2,4-dimethoxybenzyl)amino]cyclohexyl} 
-N4,N4-dimethylpyr1midine-2,4-d(amine 


386 (M + H) 


3 


1215 


N4,N4-dimethyl-N2^is-4-[(2,3,4-trimethoxyben2yl)amino] 
cyclohexyl}pyrimidine-2,4-diamine 


416 (M + H) 


3 


1216 


4^[(cls^-{[4-(dimethylamino)pyrimidin-2-y0amino}cyclohexyl) 
amino]methyl}-2,6-dimethoxyphenol 


402 (M + H) 


3 


1217 


N2-{cls-4-[(3-ethoxy-4-methoxyben2yl)arnino]cyclohexyl} 
-N4,N4-dimethylpyrimidine-2 l 4-diamine 


400 (M + H) 


3 


1218 


N4,N4-dlmethyl-N2^cis^"[({3-[4-(trlfluoromethyl)phenyl]-1H- 
pyrazoM-ylJmethyOaminolcyclohexylJpyrimidin^^-diarnine 


460 (M + H) 


3 


1219 


N4,N4-djmethyl-N2^cis-4-[(3 l 4 l 5-trimethoxybenzyl)amino] 
cyclohexyl}pyrimidine-2,4-diamine 


416 (M + H) 


3 


1220 


N4,N4-dimethyl-N2^(s-4-[(pentamethylben2yl)amino] 
cyclohexyl}pyrimidine-2,4-diamine 


396 (M + H) 


3 


1221 


N2-{cis-4-[(3,5-dimethoxybenzyl)amino]cyclohexyI) 
-N4,N4-dimethy!pyrimidine-2,4-diamine | 


386 (M + H) 


3 


1222 


4{t(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
amino]methyQ-2-iodo-6-methoxyphenol 


498 (M + H) 


3 
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1223 


4^[(cis^-{[4-(dimethylamlno)pyrlmidin-2-yl]amino}cyclohexyl) 
amjno]methyl}-2,6-dim6thylphenol 


370 (M + H) 


3 


1224 


N2-{cis-4-[(3-methoxybenzyl)amino]cyclohexyl} 
-N4,N4-dimethylpyrimidine-2,4-diamlne 


356 (M + H) 


3 


1225 


N2-{cis-4-[(3-bromo-4-fluorobenzyl)amino]cyc!ohexyl} 
-N4 t N4-dimethylpyrimldine-2,4-diainine 


422 (M + H) 


3 


1226 


N4 l N4-dimethyl-N2^is-4-[(3-phenylbuty0amino]cyclohexyl} 
pyrimidine-2,4-diamine 


368 (M + H) 


3 


1227 


3^[(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-<^clohexyl)- 
amlno]methyl}-6-methyl-4H-chromen-4-one 


408 (M + H) 


3 


1228 


6K:hloro-3^[(cis-4^[4-(dimethylamino)py^imjdin-2-yl]amino}- 
cyclohexyl)amino]methyl}-7-methyl-4H-chromen-4-one 


442 (M + H) 


3 


1229 


3^[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]arnino}-cyclohexyl)- 
amino]methyl}-6,8-dimethyl-4H-chromen-4-one 


| 422 (M + H) 


3 


1230 


N2-(cis-4-{[(2,5-dimethyl-1 -phenyH H-pyrrol-3-yl)methyl]-amino} 
cyclohexyl)-N4,N4-dimethylpyrimidine-2,4-diamlne 


419 (M + H) 


3 


1231 


N4,N4-dimethyl-N2^is-4-[(2-phenylpropyi)amlno]cyclohexyl} 
pyrimidine-2,4-diamine 


354 (M + H) 


3 


1232 


N2-(cis^[(2E)-2-benzylideneheptyl]amjno}cyclohexyl) 
-N4,N4-dimethylpyrinlidine-2,4-diamine 


422 (M + H) 


3 


1233 


N2-(cis-4-{[(2E)-3-(2-methoxyphenyl)prop-2-en-1-yl]amino} 
cyclohexyl)-N4,N4-dimethylpyrimidine-2,4-diamine 


382 (M + H) 


3 


1234 


6^hloro-3^[(cis-4^4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)amino]methyl}-4H-chromen-4-one 


428 (M + H) 


3 


1236 


N2-(cis-4-({t5-(4-fluorophenyl)pyridin-3-yl]methyl}-amjno) 
cyciohexyl]-N4 t N4-dlmethylpyrimidine-2 ( 4-diamine 


421 (M + H) 


2 


1236 


etnyi AjO-Qicnioro-o-i^cis^^^-^aimeinyiamino^ 
am}no}cyclohexyl)amino]methyl}-1H-indole-2-carboxylate 


ouo - n) 


1 

i 


1237 


metnyi z-[(o-j[(cis-4-{[4-(Gimeinyiamino;pynmiain-^-yy 
cyclohexyOaminoJmethyllimidazop.l -b][1 ,3]thiazol-6-yi)thio] 
benzoate 


CQO (ki , LJ\ 

OOO + ri) 


q 
o 


1238 


N2-[cis-4-({[3-(4-fluorophenyl)-1H-pyrazol-4-yl]methyl}-arnino) 
cyclohexyl]-N4 l N4-dimethylpyrimidine-2 ( 4-diamine 


410 (M + H) 


3 


1239 


N4 > N4-dimethyl-N2-(cis-4-{[4-(methylthio)benzy0amino} 
cyclohexyl)pyrimidine-2,4-diamine 


372 (M + H) 


3 


1240 


N4 l N4-dimethyl-N2^is-4-[(1-naphthylmethyl)amino]cyclohexyl} 
pyrimldine-2,4-diamine 


376 (M + H) 


3 


1241 


4^[(cis-4-[4-(dlmethylamlno)pyrimidin-2-y!]amino)cyclohexyl) 
amino]methyl}-2-methoxyphenol 


372 (M + H) 


3 


1242 


N2-{cis-4-[(3-chloro-4-fluorobenzyl)amino]cyclohexyl} ; 
-N4,N4-dimethylpyrimidine-2,4-diamine 


378 (M + H) 


3 


1243 


N2-(cis-4^[(2,6-dimethoxybenzy0amino]methyl}cyclohexyl) 
-N4,N4-dinnethylpyrimidine-2 l 4-dianriine 


400 (M + H) 


2 


1244 


N2-(cis-4^[(2-ethoxybenzyl)amino]methyl)cyclohexyl) 
-N4,N4-dimethylpyrimidlne-2 1 4-diamine 


384 (M + H) 


2 
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1245 


N2-(cis-4-{[(1H-indol-3-ylmethyl)amino]methyl}cyclohexyl) 
-N4 l N4-dimethylpyrimidine-2,4-diamine 


379 (M + H) 


3 


1246 


N2-(cis-4-{[(2 l 5-dimothoxybenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylpyrimidine-2,4-diamine 


400 (M + H) 


3 


1247 


N2-[cls-4-({[(4-methoxy-1-naphthyl)methyqamlno}methyl)- 
cyclohexyl]-N4 < N4-dimethylpyrimidine-2,4-diamine 


420 (M + H) 


1 


1248 


N2-[cis-4-({[(5-methoxy-1H-indol-3-yl)methyl]amjno)}-fnethyl) 
cyclohexyl]-N4,N4-dimethylpyrimidine-2,4-diamine 


407 (M - H) 


2 


1249 


N2-[cis-4-({[(2-methoxy-1-naphthyl)methyQamino}methyl)- 
cyclohexyl]-N4 f N4-dimethylpyrimidine-2,4-diamine 


420 (M + H) 


1 


1250 


4-bromo-2-({[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]amino}methyl)-6-methoxyphenol 


462 (M - H) 


1 


1251 


N2-[cis-4-({[(5-bromo-1H-indol-3-yl)methyl]amino}methyl)- 
cyclohGxyl]-N4 l N4-dlmethylpyrimidine-2,4-diamine 


455 (M - H) 


1 


1252 


N2-(cis-4-{[(2 l 4-dimethoxybenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dlmethylpyrimidine-2,4-diamine 


400 (M + H) 


2 


1253 


N4,N4-dimethyl-N2-(cis-4-{[(2 ( 3,4-trimethoxybenzyl)-amlno] 
methyl}cyclohexyl)-pyrimjdine-2,4-diamine 


430 (M+H) 


1 


1254 


4({[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl) 
methyl]amino}methyl)-2,6-dimethoxyphenol 


414 (M-H) 


3 


1255 


N2-(cis^^[(3-etnoxy^H7ietnoxyDenzyijamin^ 
cyclohexyl)-N4,N4-dimethyl,pyrimidine-2,4-diamine 


414 (WA + H> 


1 


1256 


pyrazol-4-yl}methyl)amino]methyl}cyclohexyl)-pyrimidine- 
2,4-dlamine 


474 (WA + H) 


1 


1257 


N4 l N4-dimethyl-N2-(cis-4-{[(3,4 l 5-trimethoxybenzyl)-amino] 
methyl}cyclohexyl)-pyrimidine-2,4-diamjne 


430 (M + H) 


2 


1258 


N4 l N4-dimethyl-N2-(cis-4-{[(pentamethylbenzyl)-amino]methyl} 
* cyclohexyl)-pyrimidine-2,4-diamine 


410 (M + H) 


3 


1259 


N2-(cis^[(3 l 5-dimethoxybenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylpyrimidine-2 1 4-diamine 


400 (M + H) 


3 


1260 


4-({[(cis^-{[4-(dimethylamino)pyrimidin-2-yi]amino}-cyclohexyl) 
methyl]amino}methyl)-2-iodo-6-methoxyphenol 


512 (M + H) 


1 


1261 


4-({[(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl) 
methyl]amino}methyl)-2,6-dimethylphenol 


382 (M - H) 


1 


1262 


N2-(cis-4^[(4-methoxybenzyl)amino]methyl)cyclohexyl) 
.N4,N4-dimethylpyrimidine-2,4-diamlne 


370 (M + H) 


3 


1263 


N2-(cis-4-{[(2 > 3-dihydro-1 l 4-benzodioxin-6-ylmethyl)amino]- 
methyl}cyclohexyl)-N4,N4-dimethyIpyrimidine-2,4-diamine 


398 (M + H) 


3 


1264 


N2-(cis-4-{[(3-bromobenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylpyrimidine-2,4-diamine 


418 (M + H) 


3 


1265 


N2-(cis^[(5-bromo-2,4-dimethoxybenzy!)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylpyrimidjne-2 f 4-diamine 


478 (M + H) 


1 


1266 


N2-(cis-4-{[(5-bromo-2-methoxybenzyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylpyrimjdine-2 l 4-diamine 


448 (M + H) 


1 
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1267 


3^hloro-4-({[(cis^-{[4-(dimethylamino)pyrimidin-2-yl]aml^ 
cyclohexyl)methyl]amino}methyl)phenol 


388 (M - H) 


3 


1268 


2-({[(cjs^-{[4-(dimBthylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]amino}methyl)benzonttrile 


365 (M + H) 


3 


1269 


N2-(cls-4-{[(3-chlorobenzyl)amlno]methyl}cyclohexyl) 
-N4 p N4-dimethylpyrimidine-2,4-diamine 


374 (M + H) 


3 


1270 


N2-(cis-4-{[(4-chlorobenzyl)amjno]methyl}cyclohexyl) 
-N4,N4-dimethylpyrimldine-2 t 4-diamine 


374 (M + H) 


3 


1271 


N2-[cis^-({[4-(diethylamlno)ben2yl]amino}methyl)cyclohexyl] 
-N4,N4-dimethylpyrimidine-2 l 4-djamine 


411 (M + H) 


2 


1272 


N2-[cis^-({[4-(dimethylamino)benzyl]amino}methyl)-cyclohexyl] 
-N4,N4-dimethylpyrimidine-2,4-diamine 


383 (M + H) 


3 


1273 


N2-[cjs-4-({[(9-ethyl-9H-carbazol-3-yl)methyl)amino}-methyl] 
cyclohexyl]-N4 t N4-dimethylpyrimidine-2 ) 4-diamlne 


457 (M + H) 


1 


1274 


N2-[cls-4-({[2-fluoro-5-(trifluoromethyl)benzyl]amino}-methyl) 
cyclohexyl]-N4 ( N4-dimethylpyrlmldIne-2 ) 4-diamine 


426 (M + H) 


3 


1275 


4-({{[(cls^^[4-(d^methylarnino)py^lmidln-2-yl]arninocyclohe)(yl) 
methyl]amino}methyl)phenol 


354 (M - H) 


3 


1276 


[5-({[(cis-4-{[4-(dimethylamino)pyrimidjn-2-ylJarTiinocyclohexyl) 
methyl]amlno}methyl)-2-furyl]methanol 


360 (M + H) 


3 


1277 


N2-(cis-4-{[(4-isopropoxybenzyl)amino]methyl}cyciohexyl) 
-N4,N4-dimethylpyrimidine-2,4-dlamine 


398 (M + H) 


2 


1278 


N2-[cis-4-({[(5-ethyl-2-thienyl)methyl]amino}methyl)-cyclohexyl) 
-N4,N4-dimethylpyrirnidine-2 t 4-diamine 


374 (M + H) 


3 


1279 


N2-(cis-44[(3 ( 3-diphenylprop-2-en-1-yl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylpyrimidine-2,4-diamine 


442 (M + H) 


1 


1280 


4({[(cls^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]amino}methyl)-2-ethoxyphenol 


400 (M + H) 


2 


1281 


N2-{cis-4-[({[4-(dimethylamino)-1-naphthyl]methyl}amino)- 
methyl]cyclohexyl}-N4,N4-djmethylpyrimidine-2 t 4-diamine 


433 (M + H) 


2 


1282 


N4 > N4-dimethyl-N2-(cis^-{[(2,4 l 64rimethoxybenzyl)-arriino] 
methyl}cyclohexyl)-pyrimjdine-2,4-diamine 


430 (M + H) 


1 


1283 


2-bromo^-chloro-6-({[(cis-4-{[4-(dlmethylamino)pyrimidln-2-yl] 
amino}cyclohexyl)methyl]amino}methyl)phenol 


468 (M + H) 


3 


1284 


3 ({[(cis^-{[4-(dimethylamino)pyrimidin-2-yl]arnino}cyclohexyl) 
methyi]amino}methyl)benzonitrile 


365 (M + H) 


3 


1285 


N2-(cis-4^[(2-fluoro-5-methoxybenzyl)amino]methyl}-cyclohexyl) 
-N4,N4-dimethylpyrimidlne-2,4-dlamine 


388 (M + H) 


3 


1286 


N4,N4-dimethyl-N2-{cis-4-[({2-((trlfluoromethy0thio]benzyl}- 
amino)methyl]cyclohexyl}pyrimidine-2,4-djamine 


440 (M + H) 


3 


1287 


N2-(cis^[(5-bromo-2-ethoxybenzyl)amino]methyQ-cyclohexyl) 
-N4 l N4-dimethylpyrimidine-2,4-diamine 


462 (M + H) 


1 


1288 


N2-(cis^[(2 J 4-dimethoxy-3-methylbenzyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylpyrimidine-2 > 4-djamine 


414 (M + H) 


1 
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1289 


N4,N4-dimethyl-N2-[cis^({[2-(trlfluoromethoxy)benzyl]-amino} 
methyl)cyclohoxyl]pyrimidine-2,4-diafnine 


424 (M + H) 


3 


1290 


N2-(cis-4-{[(2 l 5-cli0thoxyben2yl)amino]methyl}cyclohexyl) 
-N4 ( N4-dimethylpyrlmidine-2 I 4-dlamlne 


428 (M + H) 


1 


1291 


N2-(cis-4^(2,4-diethoxybenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylpyrimidine-2,4-diamine 


428 (M + H) 


2 


1292 


N2-(cis^[(3,5-dibromo-2-methoxybenzyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylpyrimidine-2,4-diamine 


526 (M + H) 


1 


1293 


N2-[cis-4-({[2-(dlfluoromethoxy)benzyllamino}methy!)-cyclohexyl] 
-N4 l N4-dimethylpyrimidine-2,4-diamine 


406 (M + H) 


3 


1294 


N2-(cis-4-{[(5-fluoro-2-methoxyben2yl)amino]methyl}-cyclohexyl) 
-N4 f N4-dimethylpyrimidine-2,4-diamine 


388 (M + H) 


3 


1295 


N4 ( N4-dimethyl-N2-(cis-4-{[(2,4 l 5-triethoxybenzyl)-amino]methyl} 
cyclohexyl)^yrimidine-2,4-diamine 


472 (M + H) 


1 


1296 


N4 l N4-dimethyl-N2-(cis-4-{[(2,4 l 5-trimethoxybenzyl)-amino] 
methyl}cyclohexyl)-pyrimidlne-2,4-dlamine 


430 (M + H) 


2 


1297 


N2-(cls^[(2,3-dimethoxybenzyl)amino]methyl}cyclohexyl) 
-N4 f N4-dinnethylpyrjmidine-2,4-dlamjne 


400 (M + H) 


3 


1298 


N2-[cis-4-({[2-(allyloxy)benzyl]amino}methyl)cyclohexyl] 
-N4,N4-dimethylpyrimidine-2,4-diamine 


396 (M + H) 


1 


1299 


N2-(cis-44[(1-benzothien-3-ylmethyl)amino]methyl}-cyclohexyl) 
-N4 l N4-dimethylpyrimidine-2,4-djamine 


396 (M + H) 


3 


1300 


N4,N4-dimethyl-N2-(cis-4-({[(1 -methyi-1 H-indol-3-yl)methyl] 
amino}methyl)cyclohexyl]pyrimidine-2 ( 4-diarriine 


393 (M + H) 


2 


1301 


N4,N4-dimethyl-N2-[cis-4-({[(5-methyl-2-thienyl)methyl]amino} 
methyl)cyclohexyl]pyrimidine-2,4-diamlne 


360 (M + H) 


3 


1302 


N2-(cis-44[(mesitylmethyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylpyrimidine-2,4-diamine 


382 (M + H) 


3 


1303 


N2-(cis-4-{[(1 ,3-benzodioxol-5-ylmethyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylpyrimidine-2 ) 4-diamine 


384 (M + H) 


3 


1304 


N4 [ N4-dimethyl-N2-(cis-4-{[(3-thienylmethyl)amino]methyl} 
cyclohexyl)pyrimidine-2,4<liamine 


346 (M + H) 


3 


1305 


N4,N4-dimethyl-N2-(cjs-4-{{(3-methylbenzyl)amino]methyf} 
cyclohexyl)pyrimidine-2,4-diamine 


354 (M + H) 


3 


1306 


N4,N4-dimethyl-N2-(cis-4-{[(2-methylbenzyl)amino}methyl) 
cyclohexyl)pyrimidine-2Adiamine 


354 (M + H) 


3 


1307 


N4,N4-dimethyl-N2-(cis-4-{[(4-methylbenzyl)amino]methyl} 
cyclohexyl)pyrimidlne-2,4-dianrilne 


354 (M + H) 


3 


1308 


N2-(cis^[(3 l 5-dichlorobenzyl)amino]methy}cyclohexyl) 
-N4 f N4-dimethylpyrimidine-2,4-diamine 


408 (M + H) 


3 


1309 


N2-[cis^-({[(7-methoxy-1,3-ben2odioxol-5-yl)methyl]amino}- 
methyl)cyclohexyl]-N4,N4-dimethylpyrimidine-2,4-diamine 


414 (M +H) 


1 


1310 


N2-(cjs^[(3-bromo-4,5-dimethoxyb0nzyl)amino]methyl}- 
cyclohexyl)-N4 l N4-dimethylpyrimidine-2,4-diamine 


478 (M + H) 


1 
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1311 


N2-(cjs^[(4-methoxy-3-methylbenzyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylpyrimidjn©-2 l 4-diamlne 


384 (M + H) 


2 


1312 


N2-(ci8-44[(2-bromo-4,5-dimethoxybenzyl)amino]methy!}- 
cyclohexyl)-N4 > N4-dimethylpyrimidIne-2,4-dlamine 


478 (M + H) 


2 


1313 


N4 t N4-dlmethyl-N2-[cis-4-({[(2-methy!-5-phenyl-3-furyl)methyO 
aminoJmethyOcyclohexyllpyrlmidine^^-diamine 


420 (M H) 


3 


1314 


N2-(cis^[(3 l 4-dimethoxybenzy0amino]methyl}cyclohexyl) 
-N4 l N4-dimethylpyrimidine-2,4-diamino 


400 (M + H) 


2 


1315 


4-({[(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexy^ 
methyflamino}methyl)-2-methylphenol 


368 (M - H) 


3 


1316 


N2-(cis^[(4-methoxy-2,5-dimethylbenzyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylpyrimidine-2 t 4-diamine 


398 (M + H) 


2 


1317 


2-({[(ci8^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]amino}methyl)-6-methoxyphenol 


386 (M + H) 


3 


1318 


N2-[cis-4-({[3-chloro-2-fluoro-5-(trifluoromethyl)benzyl]amino}- 
methyl)cyclohexyl]-N4 l N4-dlmethylpyrimidlne-2 ( 4-d}amine 


460 (M + H) 


3 


1319 


N2-[cis^-({[3-fluoro-5-(trifluoromethyl)benzyl]amino}-methyl) 
cyclohexyl]-N4,N4-dimethylpyrimidine-2,4-diamine 


426 (M + H) 


3 


1320 


4-({[(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino}-cyclohexyl) 
methyl]amino}methyl)-2-fluoro-6-methoxyphenol 


402 (M - H) 


3 


1321 


N2-(cis^[(2-fluoro-4,5-djmethoxybenzyl)amino]methyl}- 
cyclohexyl)-N4 t N4-dimethylpyrimidine-2,4-diamine 


418 (M + H) 


3 




NP-^ck>d4r^2-ethvlbenzvl)amino1methvl)cvclohexy!) 
-N4 l N4-dimethylpyrimidine-2,4-djamine 


368 (M + H) 


3 




3-lT4-Nrfcis^-ir4-fdimGthvlamino)DYrlmidjn-2-ynamino}- 

cyclohexyl)^ethyl]amlno}methyOphenyl](methyl)amlno]- 

propanenitrile 


422 (M + H) 


2 


1324 


N2-{cls-4-[({4-{(4-bromobenzyl)oxy]benzyl}amino)methyl]- 
c^clohexyl}-N4 t N4-dimethylpyrimldine-2 l 4-diamine 


524 (M + H) 


2 


1325 


N2-(cis^[(3,5-dibromo-2-ethoxybenzyl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethylpyrimidine-2,4-diamine 


540 (M + H) 


2 


1326 


N2-{cis-4-[(2,6-dimethoxybenzyl)amino]cyclohexyl} 
.N4 l N4-dimethyl-5,6,7,8-tetrahydroquinazoline-2 l 4-diamine 


440 (M + H) 


3 


\ 1327 


N2-{cis-4-((2-ethoxybenzyl)amino]cyclohexyl}"N4,N4-dimethyl- 
5 ) 6,7 l 8-tetrahydroquinazoline-2,4-diamine 


424 (M + H) 


3 


1328 


N2-{cis-4-[(1H-indol-3-ylmethyl)amino]cyc!ohexyl} 
-N4 l N4-dlmethyl-5 1 6,7,8-tetrahydroquinazoline-2,4-diamlne 


419 (M + H) 


3 


1329 


N2-{cls-4-[(2 > 5-dimethoxybenzyl)amlno]cyclohexyl} 
-N4,N4-dimethyl-5 t 6,7,8-tetrahydroquinazoline-2 t 4-diamine 


440 (M + H) 


3 


1330 


N2-(cis-4^(4-methoxy-1-naphthy0methyl]amino}cyclohexyl) 
-N4,N4-dimethyl-5 l 6 l 7,8-tetrahydroquina2oline-2 1 4-diamin© 


460 (M + H) 


3 


1331 


N2-(cis-44[(5-methoxy-1H-indol-3-yl)methyl]amino}-cyclohexyl) 
-N4 ( N4-dimethyl-5,6 l 7 I 8-tetrahydroquinazoline-2 l 4-diamlne 


449 (M + H) 


1 


1332 


N2-(cis-4^[(2-methoxy-1-naphthyl)methyl]amino}cyclohexyl) 
-N4 l N4-dlmethyl-5,6 l 7,8-tetrahydroquinazoline-2,4-diaminG 


460 (M + H) 


3 
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1333 



4-bromo-2^[(cis-4^[4-(dimethylamino)-5 l 6 l 7 > 8-tetrahydro- 

quinazolin-2-yl]amino}cyclohoxyl)amino]methyl]- 

6-methoxyphenol 



504 (M + H) 



1334 



N2-(cis^[(5-bromo-1H-indol-3-yl)methyl]amlno}cycloh8xyl) 
-N4 l N4-dimethyl-5 ) 6 l 7 ) 8-tetrahydroqulnazolIne-2 > 4-diamine 



497 (M + H) 



1335 



N2-{cis-4-[(2,4-dimethoxybenzyl)am(no]cyclohexyl} 
-N4,N4-dimethyl-5 ( 6,7,8-tetrahydroquina2oline-2,4-diamine 



440 (M + H) 



1336 



N4 > N4-dimethyl-N2^cis-4-[(2 l 3 ( 4-tr^methoxybenzyl)amino]- 
cyclohexylJ-S^J.B-tetrahydroquinazoline^^-diamine 



470 (M + H) 



1337 



4-{[(cis-4-{[4-(dimethylamino)-5 l 6 t 7,8-tetrahydroqujna2olin-2-yl] 
amino}cyclohexyl)amino]methyl 1-2,6-dimethoxyphenol 



456 (M + H) 



1338 



N2-{cls-4-[(3-ethoxy-4-methoxyben2yl)amino]cyclohexyl} 
-N4 I N4-dimethyl-5 t 6,7 l 8-tetrahydroqulnazoline-2,4-diamine 



454 (M + H) 



1339 



N4,N4-dimethyl-N2^is-4-[(3-{4-(trlfluoromethyl)phenyl]-1H- 

pyrazol-4-yl}methyl)amlno]cyclohexyl}- 

5,67»8-tetrahydroquinazoline-2 ( 4-diamine 



514 (M + H) 



1340 



N4 I N4-djmethyl-N2^cis-4-[(3 l 4,5-trimethoxybenzyl)amjno]- 
cyclohexylJ-S.ej.B-tetrahydroquinazolin^^-diamine 



470 (M + H) 



1341 



N4,^l4-dimethyl-N2^cis-4-[(pentamethylben2yl)amino]- 
cyclohexyl}-5 l 6,7,8-tetrahydroquinazoline-2,4-diamine 



450 (M + H) 



1342 



N2-{cts-4-[(3,5-dimethoxybenzyl)amino]cyclohexyl} 
-N4,N4-djmethyl-5 t 6,7 I 8-tetrahydroquinazoline-2 > 4-diamlne 



440 (M + H) 



1343 



4^[(cis^-{[4-(dimethylamino)-5,6 t 7 1 8-tetrahydroquina2olin-2-yl] 
amino}cyclohexy0amlno]methyl}-2-iodo-6-methoxyphenol 



552 (M + H) 



1344 



4-{[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)amino]methyl}-2,6-dimethylphenol 



424 (M + H) 



1345 



N2-{cis-4-[(3-metboxybenzyl)amino]cyclohexyl}-N4 > N4-dimethyl- 
5,67>tetrahydroquinazoline-2Adiamine 



410 (M + H) 



1346 



N2-{cis-4-[(3-bromo-4-fluorobenzyl)amino]cyclohexyl} 
-N4 ( N4-dimethyl-5 > 6,7,8-tetrahydroquinazoline-2,4-diamine 



476 (M + H) 



1347 



N4,N4-dimethyl-N2^is-4-[(3-phenylbutyl)amino]cyc(ohexyl}- 
5,67,8-tetrahydroquinazoline-2,4-diamlne 



422 (M + H) 



1348 



S-Kcis^^^dimethylaminoJ-S^y^-tetrahydroquinazoNn^-yl] 
amlno}cyclohexyl)amino]methyl}-6-methyl-4H-chromen-4-one 



462 (M + H) 



1349 



6-chloro-3^(cis-4-{[4-(dimethylamino)- 

5,6,7,8-tetrahydroqulnazolin-2-yl]amlno}cyclohexyl)amino] 

methyl}-7-methyl-4H-chromen-4-one 



496 (M + H) 



1350 



S^Kcjs^-^-tdimethylaminoVS.e^.B-tetrahydroquinazolin^-yl] 

amino)cyclohexyl)amino]methyl}-6,B-dimethyl-4H-chromen- 

4-one 



476 (M + H) 



1351 



^-(cis^-ffoS-dimethyM -phenyl-1 H-pyrrol-3-yl)methyl]amino} 

cyclohexyl)-N4,N4-dimethyl-5,6 ( 7,8-tetrahydroquina2oline- 

2,4-dlamine 



473 (M + H) 



1352 



N4,N4-dlmethyl-N2^is-4-[(2-phenylpropyl)amlno]cyclohexyl)- 
S.sy.S-tetrahydroquinazoline^^-diamine 



408 (M + H) 
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1353 


N2-(cis-4-{[(2E)-2-benzylideneheptyl]amino}cyclohexyl) 
-N4 > N4-dimethyl-5,6 > 7 I 8-tGtrahydroquinazoline-2,4-diamine 


476 (M + H) 


3 


1364 


N2-(cis-4-{[(2E)-3-(2-metho)(yphenyl)prop-2-on-1-yl]amino} 
cyclohexyl)-N4,N4-dimethyl-5,6 ) 7,8-tetrahydroquinazoline- 
2,4-diamine 


436 (M + H) 


3 


1355 


6-chloro-3-{[(cis-4-{[4-(dimethylamino)- 

5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohoxyl)amjno] 

methyl}-4H-chromen-4-one 


482 (M + H) 


3 


1356 


N2-[cis-4-({[5-(4-fluorophenyl)pyridin-3-yl]methyl)-amino) 

cyclohexyl]-N4,N4-dimethyl-5 t 6,7,8-tetrahydroquinazoline- 

2,4-diamine 


475 (M + H) 


3 


1357 


ethyl 4 l 6-dichloro-3-{[(cis^[4-(dimethyIamino)- 
5,6,7,8-tetrahydroquinazolin-2-ynamino}cyclohexyl)anrilno] 
methyl}-1 H-indole-2-carboxylate 


559 (M + H) 


1 


1358 


methyl 2-[(5-{[(cis-4-{[4-(dimethylamino)- 
5,6,7 f 8-tetrahydroqujnazolin-2-yl]amlno}cyclohexyl)amino]- 
methyl}imldazo-[2 ( 1 -b][1 ,3]thlazol-6-yl)thio]benzoate 


592 (M + H) 


3 


1359 


N2-[cis-4-({[3-(4-fluorophenyl)-1H-pyra2ol-4-yl]methyl}amino) 

cyclohexyl]-N4,N4-dimethyl-5,6,7»8-tetrahydroqulnazoline- 

2,4-diamine 


464 (M + H) 


1 


1360 


N4,N4-dlmethyl-N2-(cis-4-{[4-(methylthlo)ben2yl]amjno}- 
cyclohexyl)-5,6,7 l 8-tetrahydroquinazollne-2,4-dlamlne 


426 (M + H) 


3 


1361 


N4 l N4-dlmethyl-N2^cls-4-[(1-naphthylmethyl)amino]- 
cyclohexyl}-5,6,7,8-tetrahydroquinazoline-2,4-diamine 


430 (M + H) 


3 


1362 


4-{[(cls-4-{[4-(dimethylamlno)-5,6,7,8-tetrahydroqulnazolln-2-yl] 
amino]cyclohexyl)amino]methyl-2-methoxyphenol 


426 (M + H) 


3 


1363 


N2-{cis-4-[(3-chloro-4-fluorobenzyl)amino]cyclohexyl} 
-N4 > N4-dimethyl-5,6 J 7 l 8-tetrahydroquinazoline-2,4-dlamine 


432 (M + H) 


3 


1364 


N2-(cis-4-{[(2,6-dimethoxybenzyl)amino]nnethyl}cyclohexyl) 
-N4,N4-dlmethyl-5 i 6,7,8-tetrahydroqulnazollne-2 l 4-dlamlne 


454 (M + H) 


1 


1365 


N2-(cls-4-{[(2-ethoxybenzyl)amlno]methyl)cyclohexyl) 
-N4 l N4-dimethyl-5 ( 6,7,8-tetrahydroquinazoline-2 t 4-diamine 


438 (M + H) 


2 


1366 


N2-(cls-4-{[(1H-indol-3-ylmethyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethyl-5 > 6,7 I 8-tetrahydroqulnazoline-2,4-dlamine 


433 (M + H) 


2 


1367 


N2-(cls-4-{[(2 t 5-dimethoxybenzyl)amlno]methyl}cyclohexyl) 
-N4,N4-dimethyl-5,6 1 7 l 8-tetrahydroqulnazollne-2 l 4-diamine 


454 (M + H) 


2 


1368 


N2-[cis-4-({[(4-methoxy- 1 -naphthyl)methyl]amino]methy I)- 
cyclohexyl]-N4 l N4-dimethyl-5,6 I 7 t 8-tetrahydroquina2o!lne- 
2,4-diamlne 


474 (M + H) 


2 


1369 


N2-[cis-4-({[(5-methoxy-1H-lndol-3-yl)methy0amino}-methyl) 

cyclohexyl]-N4 l N4-dimethyl-5,6,7 l 8-tetrahydro-quina2oline- 

2,4-diamine 


463 (M + H) 


1 


1370 


N2-[cis-4-({[(2-methoxy-1-naphthyl)methy0amino}nnethyl)- 

cyclohexyl]-N4,N4-djmethyl-5,6 J 7»8-tetrahydro-quinazoline- 

2,4-diamine 


474 (M + H) 


3 



239 



EP1 464 335 A2 



(continued) 



Ex. No. 


compound name 


MS 


class 


1371 


4-bromo-2-({[(cls-4-{[4-(dimethylamino)- 

S.e^.S-tetrahydroquinazolin^-yllaminoJcyclohexylJmethyl 

amino}methyl)-6-methoxyphenol 


518 (M + H) 


2 


1372 


N2-[cls^-({[(5-bromo-1H-indol-3-yl)methy!lamino}methyl)- 
cyclohexyl]-N4,N4-dimethyl-5 ( 6 > 7 > 8-tetrahydro^uinazoline- 

9 A _H i q m i n a 


511 (M + H) 


1 


1373 


N2-(cis^[(2 ( 4-dlmethoxybenzyl)amino]methyf}cyclohexyl) 
riH , rM*f-a ime i ny i -o , o , / , o - leirany a ro quinazoiine-c^-aiamina 


454 (M + H) 


3 


1374 


N4,N4-dimethyl-N2-(cis-4-{[(2,3,4-trimethoxybenzyl)-amino] 
methylJcyclohexyO-S.e^^-tetrahydro-quinazoline^^-diamlne 


484 (M + H) 


3 


1375 


4-({[(cls^-{[4-(dimethylamino)-5 1 6,7 l 8-tetrahydroqulnazolin-2-yl] 
aminoJcyclohexylJmethyriaminoJmGthylJ^^-dimethoxyphenol 


470 (M + H) 


3 


1376 


N2-(cis-4-{[(3-ethoxy-4-fnethoxyben2yl)aniino]methyl}- 

cyclohexyl)-N4 ) N4-dimethyl-5,6,7 l 8-tetrahydro-quinazo!ine- 

2,4-diamine 


468 (M + H) 


1 


1377 


N4 f N4-dimethyl-N2-(cis-4-{[({3-[4-(trrfluoromethyl)phenyl]-1H- 

pyrazol-4-yl}methyl)amino]methyl)cyclohexyl)- 

o t o 9 f ,o-ieiranyaroquinazoiine-£,^-aiaiTiine 


528 (M+H) 


2 


1378 


N4 l N4-dimethyl-N2-(cis-4-{[(3,4,5-trimethoxybenzyl)amino] 
metnyi ]cycionexyi;-b, o, /.o-tetranyoroquinazoiine-^A-ciiarTiine 


484 (M + H) 


2 


1379 


N4,N4-dimethyl-N2-(cis^4[(pentaniethylben2yl)aiTiino]-methyl} 
cycJonexyi;-o,D, / .o-ieiranyaroquinazoiine-^, ^-Diamine 


464 (M + H) 


3 


1380 


N2-(cis^[(3,5-dimethoxybenzyl)arnlno]methyl}cyclohexyl) 
-i\4 f i>i*f-aimBinyi-o,D, / ,o-ieiranyQroquinazoiine-£ f ^-uiarnifie 


454 (M + H) 


2 


1381 


4-({[(cis^-{[4-(djmethylamino)-5 l 6 l 7 f 8-tetrahydroquinazolin-2-yl] 
ami nojcyc ion exy ijmeiny i j am \ n ojmeinyij-^HOQO-o-meinoxypnenoi 


566 (M + H) 


1 


1382 


4{([(cis-4-{[4-(dimethylamino)-5,6 p 7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]amino}methyl)-2 ( 6-dimethylphenol 


438 (M + H) 


2 


1383 


N2-(cis-4-{[(4-methoxybenzyl)amino]methyl}cyclohex7l) 
-N4,N4-dimethyl-5 p 6,7 ) 8-tetrahydroquinazotine-2 ( 4-diamine 


424 (M + H) 


3 


1384 


N2-(cis-4-{[(2,3-dihydro- 1 ,4-benzodioxin-6-ylmethyl)amino] 
methyl}cyclohexyl)-N4, N4-dimethyl- 
S.S^.S-tetrahydroquinazoline^^-diamine 


452 (M + H) 


3 


1385 


N2-(cis^[(3-bromoben2yl)amino]methyl)cyclohexyl) 
-N4 l N4-dimethyl-5,6 1 7,8-tetrahydroquina2oHne-2,4-diamine 


472 (M + H) 


3 


1386 


N2-(cis^[(5-bromo-2,4-dimethoxybenzyl)amino]methyl)- 
cyclohexyl)-N4,N4-dimethyl-5,6,7,8-tetrahydroquinazoline- 
2,4-diamine 


532 (M + H) 


3 


1387 


N2-(cis-44[(5-bromo-2-methoxybenzyl)amino]methyl}- 

cyclohexyl)-N4 l N4-dimethyl-5,6,7,8-tetrahydroquinazoline- 

2,4-diamine 


502 (M + H) 


3 


1388 


3-chloro-4-({[(cis-4-{[4-(dimethylamino)- 

5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyi)methyl] 

amtno}-methyl)phenol 


444 (M + H) 


2 


1389 


2({[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyf]amino}methy0ben2onitrile 


419 (M + H) 


3 
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1390 


N2-(cis-44[(3-chlorobenzy!)amino]methyl}cyclohexyl) 
-N4 N4-dlmethyl-5 l 6,7 l 8-tetrahydroquinazoline-2 l 4-diamine 


428 (M + H) 


3 


1391 


N2-(cis-4H[(4-chlorobenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethyl-5 l 6,7 l 8-tetrahydroquinazollne-2 l 4-diamlne 


428 (M + H) 


3 


1392 


N2-[cis^-({[4-(diethylamlno)benzyqamino}methyl)cyclohexyl] 
-N4 1 N4-dimethyl-5,6,7 l 8-tetrahydroquinazoline-2 l 4-diamine 


465 (M + H) 


2 


i jyo 


N2-[cis-4-({[4-(dimethylamjno)benzyl]amlno}methyl)-cyclohexyl] 
-N4 N4^imethyl-5,6,7 l 8-tetrahydroquinazoline-2,4-diannine 


437 (M + H) 


3 


1394 


N2-[cis^-({[(9-ethyh9H^artazol-3-yl)methyl]amino}-methyl) 
evclohexvll-N4 N4-dimethyl-5,67,8-tetrahydro-quinazoline- 
2,4-diamine 


511 (M + H) 


3 




N2-[cis-4-({[2-fluoro-5-(trifluoromethyl)benzyl]arnino}-methyl) 
cyclohexyl]-N4 f N4-dimethyl-5,6,7,8-tetrahydro-quinazoline- 

2,4-diamine 


480 (M + H) 


3 


1396 


4-({[(cl8^4[4-(dimethylamino)^ l 6,7 l 8-tetrahydroqulnazolln-2-yq 
amino}cyclohexyl)methyl]amino}methyl)phenol 


410 (M + H) | 


3 


1397 


^({[(cis^-f^-fdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)rnethyl]amino}methyl)-2-furyl]methanol 


414 (M + H) 


3 


1398 


N2-(cis^[(4-isopropoxybenzyl)amino]methyl}cyclohexyl) 
-N4 t N4-dimethyl-5 f 6 ( 7 1 8-tetrahydroquinazoline-2 l 4-diamine 


452 (M + H) 


3 


low 


NP.rcis^-(Uf5-ethvl-2-thieny0methyl]amino}methyl)-cyclohexyl] 
-N4 ) N4-dimethyl-5,6,7,8-tGtrahydroquinazoline-2,4-diamine 


428 (M + H) 


3 


4 Ann 


N9-fete-4-tf f3 3-diDhenvlDrop-2-en-1 -yl)amino]methyl}- 
cyclohexyl)-N4,N4-dimethyl-5,6 ( 7 l 8-tetrahydroqulna20line- 

2,4-diamine 


496 (M + H) 


1 




4r/r^cifi-4-<r4-rdimethvlamino)-5 l 6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methy0amlno}methyl)-2-ethoxyphenol 


454 (M + H) 


2 




N24cis-4-rflf4-(dimethylarnino)-1-naphthyl]methyl}amino)- 

methyl]cyclohexyl}-N4,N4-dimethyl-5,6,7 l 8-tetrahydro- 

quinazoline-2,4-diamine 


487 (M + H) 


2 


1 Aft** 


N4 N4-dimethvl-N2-(cis-4-{[(2,4,6-trimethoxybenzyl)-amino] 
methylJcyclohexyO-S.e.T.S-tetrahydroquinazoline^^-diamine 


484 (M + H) 


1 


1 AAA 


2-bromo-4<hloro-6-({[(cis-44[4-(dimethylamino)- 
5,6 ( 7 t 8-tetrahydroquinazolin-2-yQamino}cyclohexyl)methyn- 

amino}methyl)phenol 


522 (M + H) 


2 


1405 


3-({[(cis-4-{[4-(dimethylamino)-5,6 ( 7,8-tetrahydroquinazolln-2-y0 
amino}cyclohexyl)methyl]amino}methyl)benzonitrile 


419 (M + H) 


3 


1 4UO 


N2-(cis^[(2-fluoro-5-methoxybenzyl)aniino]methyl}-cyclohexyl) 
-N4,N4-dimethyl-5,6 ( 7,8-tetrahydroquinazoline-2,4-diamine 


442 (M + H) 


3 


1407 


N4,N4-dimethyl-N2^is-4-[({2-[(trlfluoromethy0thio]-benzyl} 
aminoJmethyllcyclohexylJ-S.ej.S-tetrahydro-quinazoline- 

2,4-diamine 


494 (M + H) 


3 


1408 


N2-(cis-4-{[(5-bromo-2-ethoxybenzyl)amino]methyl}-cyclohexyl) 
-N4 I N4-dimethyl-5,6,7,8-tetrahydroquinazoline-2 ( 4-diamine 


516 (M + H) 


3 
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5 




np- fcis-4-W2 4-dimethoxv-3-methYlbenzvl)amino]methyl}- 
cyclohexyl)-N4 l N4-dimethyl-5 l 6,7,8-tetrahydroquinazoline- 

2,4-diamine 


468 (M + H) 


3 




1410 


N4,N4-dimethyl-N2Hcls-4-({[2-(trifluoromethoxy)benzyQ-amlno} 
methyOcyclohexyll-S.ej.S-tetrahydroquinazoline^^-diamine 


478 (M + H) 


3 


10 


1411 


N2-(cis^[(2 f 5-dlethoxybenzyl)amino]methyl}cyclohexyl) 
-N4,N4<limethyl-5 t 6,7,8-tetrahydroquinazoline-2,4-diarnine 


482 (M + H) 


1 




1412 


mo /^ic ajuo 4-riiftthnwben7vhaminolmethvl)cvclohexyl) 
-N4 > N4-dimethyl-5 l 6,7 1 8-tetrahydroquinazoline-2,4-diamine 


482 (M + H) 


1 


15 


1413 


mo Ajr/^ ^-Hihrnmri-pHTiethoxvbenzvl^arninolrnothyl}- 
cyclohexyl)-N4,N4-djmethyl-5,6 ( 7 > 8-tetrahydroquinazoline- 

2,4-diamine 


580 (M + H) 


1 


20 


1414 


N2-[cis^-({[2-(difluoromethoxy)benzyQamino}methyl)-cyclohexyl] 
.N4 l N4-dimethyl-5,6,7 I 8-tetrahydroquinazoline-2,4-dlamine 


460 (M + H) 


3 




1415 


N2-(cls^[(5-fluoro-2-methoxybenzyl)amino]methyl}-cyclohexyl) 
-N4,N4-dimethyl-5,6,7 l 8-tetrahydroquinazoline-2 l 4-diamine 


442 (M + H) 


3 




1416 


N4 l N4-dimethy!-N2-(cis^[(2,4,5-triethoxybenzyl)amino]-methyl} 
cyclohexyl}-5,6,7 I 8-tetrahydroquinazoline-2 > 4-dlamine 


526 (M + H) 


1 


25 


1417 


N4 l N4-dimethyl-N2-(cis-4-{[(2,4,5-trimethoxybenzyl)amino]- 
methyllcyclohexyO-S.ej.S-tetrahydroquinazoline^^-diamine 


484 (M + H) 


1 




1418 


N2-(cis-44[(2,3-dimethoxybenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethyl-5 l 6,7,8-tetrahydroquinazoline-2 l 4-diamlne 


454 (M + H) 


3 


30 


1419 


N2-tcis-4-({[2-(allyloxy)benzyl]amino}methyl)cyclohexyl] 
-N4,N4-dimethyl-5 l 6,7 t 8-tetrahydroquinazoline-2 l 4-diamine 


450 (M + H) 


3 




1420 


mo //Nio /i_/r/i KonTAthion-^-vlmethvharninolrnGthvll-cvclohsxvl) 
-N4 l N4-dimethyl-5,6,7 1 8-tetrahydroquinazoline-2,4-diamine 


450 (M + H) 


3 


35 


1421 


km m>i rfimathwi-NJo_rric-4-//rM-methvl-1 H-indol-3-vDmethvfl 

amino}methyl)cyclohexyl]-5,6,7,8-tetrahydroquinazoline- 

2,4-diamine 


447 (M + H) 


3 


40 


1422 


N4,N4-dimethyl-N2-[cis-4-({[(5-methyl-2-thienyl)methyl]-amino} 
methyOcyclohexyll-S^J.S-tetrahydroquinazoline^^-diamine 


414 (M + H) 


3 




1423 


mo //^ie Ajr^mocrtvlmAthvl^flminolmethvilcvclohexvl) 
-N4,N4-dimethyl-5 l 6 l 7 I 8-tetrahydroqulnazoline-2 l 4-diamine 


436 (M + H) 


3 


45 


1424 


mo /^ic Ajtfi ^-hAn7odioxol-5-vlmethvnaniinolrn8thYl) 
cyclohexyl)-N4,N4-dimethyl-5,6,7,8-tetrahydroqulna20line- 

2,4-diamine 


438 (M + H) 


3 




1425 


N4,N4-dimethyl-N2-(cis-4-{[(3-thienyimethyl)amino]methyl} 
cyclohexyO-S.ej.B-tetrahydroquinazolin^^diamine 


400 (M + H) 


3 


50 


1426 


N4,N4-dimethyl-N2-(cis-4-{[(3-methylbenzyl)amino]methyl} 
cyclohexyO-S.ej.S-tetrahydroquinazoline^^diamine 


408 (M + H) 


3 




1427 


N4,N4-dimethyl-N2-(cis-4-{[(2-methylbenzyl)amino]methyl} 
cyclohexylJ-S.ej.S-tetrahydroquinazoline^^-diamine 


408 (M + H) 


3 


55 


1428 


N4,N4-dimethyl-N2-(cis^-{[(4-methylbenzyl)amino]methyl} 
cyclohexylJ-S.ej.S-tetrahydroquinazoline^^-diamine 


408 (M + H) 


3 
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1429 


N2*(cis-44[(3,5-aichlorobenzyl)amino]meinyi]cycion 
-N4 l N4-dimothyl-5 l 6,7 l 8-totrahydroqulnazoline-2 l 4-diamine 


462 (M + H) 


3 


1430 


N2-[cis-4-({[(7-methoxy-1 ( 3-benzodioxol-5-yl)methyl]amino} 

methyl)cyclohexyl]-N4,N4-dimethyl- 

S^J.B-tetrahydroquinazoline^^-diamine 


468 (M + H) 


2 


1431 


N2-(cis-4-{([(3-bromo-4 l 5-dimethoxybenzyl)aminolmethyl}- 
cyclohexyl)-N4 > N4-dimethyl-5,6,7,8-tetrahydroquinazoline- 
2,4-diamine 


532 (M + H) 


3 


1432 


N2-(cis-4-{[(4-methoxy-3-methylbenzyl)amino]methyl}- 
cyclohexyl)-N4 l N4-dimethyl-5 l 6,7,8-tetrahydroquina2oline- 

2 f 4-diamine 


438 (M + H) 


3 


1433 


N2-(cis^[(2-bromo-4,5-dimethoxybenzyt)amino]methyl}- 
cyclohexyl)-N4,N4-dimethyl-5 l 6 ( 7,8-tetrahydroqulnazoline- 
2,4-diamine 


532 (M + H) 


3 


1434 


N4,N4-dimethyl-N2-[cis-4-({[(2-methyl-5-phenyl-3-furyl)methyO 
aminoJmethyOcyclohexyll-S.e^.B-tetrahydroquinazoline- 
2 4-diamine 


4/** ^ivi + n/ 


Q 


1435 


N2-(cis^[(3,4-dimethoxyben27l)amino]methyl}cyclohexyl) 
-N4,N4-dimethyl-5 ( 6,7,8-tetrahydroquinazoline-2 l 4-diamine 


454 (M + H) 


3 


1436 


4-({[(cis^-{[4-(dimethylarnino)-5,6,7 ) 8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]amino}methyl)-2-methylphenol 


A OA tki i Ul\ 

4^4 + HJ 


9 


1437 


N2-(cis-44([(4-methoxy-2,5-dimethylbenzyl)amino]methyl} 
cyclohexyl)-N4 ( N4-dimethyl-5,6,7,8-tetrahydroquina2oline- 
2,4-diamine 


4o^ ^ivi + nj 


c 


1438 


2-({[(cis-4-{[4-(dimethylamino)-5 l 6 t 7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]amino}methyl)-6-methoxyphenol 


AAf\ tki > U\ 

440 (M + n) 


q 


1439 


N2-[cis-4-({[3-chloro-2-fluoro-5-(trifluoromethyl)benzyl]-amino} 

methyl)cyclohexyl]-N4,N4-dimethyl- 

S.e/.S-tetrahydroqulnazollne^-diamine 


514 (M + H) 


3 


1440 


N2-[cls-4-({[3-fluoro-5-(trffluoromethyl)benzyl]amino}-methyl) 
cyclohexyl]-N4 l N4-dimethyl-5,6 l 7»8-tetrahydroquinazoline- 

2,4-diamine 


480 (M + H) 


3 


1441 


4-({[(cis^{[4-(dlmethylamino)-5,6,7,8-tetrahydroquina20lin-2-yl] 

amino}cyclohexyl)methyl]amino}methy0-2-fluoro- 

6-methoxyphenol 


458 (M + H) 


2 


1442 


N2-(cis-4-{[(2-fluoro-4 l 5-dimethoxybenzyl)amino]methyl}- 

cyclohexyl)-N4 l N4-dimethyl-5 l 6,7,8-tetrahydroquinazoline- 

2, 4-diamine _^ 




o 


1443 


N2-(cis-4-{[(2-ethylbenzyi)amino]methyl}cyclohexyl) 
-N4,N4-dimethyl-5,6,7,8-tetrahydroquina2oline-2,4-diamine 


AOO (KA x M\ 


q, 

w 


1444 


3-[[4-({[(cis-4-{[4-(dimethylamino)-5 ( 6 > 7 < 8-tetrahydroquinazolin- 
o \iiiaminn\rvrlnhpwhmethvnamino)methvhDhenvll(rnethvl) 
amino]propanenitrile 


476 (M + H) 


3 


1446 


N2-{cis-4-[({4-[(4-bromobenzyl)oxy]benzyl}amino)methyl]- 

cyclohexyl}-N4 l N4«dimethyl-5 l 6,7 > 8-tetrahydroqulnazoline- 

2,4-diamine 


578 (M + H) 


3 
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1446 


NZ-icis^^l^o-uiDromo-^nJinoxyD 
cyclohexyl)-N4 ) N4-dlmethyl-5 > 6,7,8-tetrahydroquinazoljne- 

2,4-dlamlne 


594 (M + H) 


3 


1447 


N2-(cis^[2-(4-bromophenyl)ethyl]amino}cyclohexyl) 
-N4,N4-dlmethylquinoline-2,4-diamine 


467 (M + H) 


3 


1448 


N2-(cis-4-{[2-(3-chlorophenyl)ethynamino}cyclohexyl) 
'N4,N4-dimethylquinoline-2 ( 4-diamine 


423 (M + H) 


- 


1449 


N2-(cis^[2-(2-chlorophenoxy)ethyl]amino)cyclohexyl) 
-N4,N4-dimethylquinoline-2,4-diamine 


439 (M + H) 


3 


1450 


N2-(cis-4-{(2-fnethoxy-2-phenylethyl)amino]cyclohexyl} 
-N4,N4-dimethylquinoline-2 ( 4-diamine 


419 (M + H) 


3 


1461 


N4,N4-Dimethyl-N2-[4-(pontamethylphenylmethyl-amino)- 
cyclohexyl]quinoline-2,4-diamine 


445 (M + H) 


3 


1462 


N2-{cls-4-[(3-ethoxybenzyl)amino]cyclohexyl} 
-N4,N4-dimethylquinoline-2>dlamine 


419 (M + H) 


3 


1453 


N2-(cis^[(2S)-2,3-bls(benzyloxy)propyl]amino}cyclohexyl) 
-N4,N4-dimethylquinoline-2,4-diamine 


539 (M + H) 


3 


1454 


N2-(cis-4-{[(3-methoxy-2-naphthyl)rnethyl]amino}cyclohexyl) 
-N4,N4-dimethylquinoline-2,4-diamine 


455 (M + H) 


3 


1455 


3-[{2-[(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
amino]ethyl}(phenyl)amino]propanenitrile 


457 (M + H) 


2 


1456 


N-{(1 S)-1 -benzyl-2-[(cis^[4-(dimethylamino)quinolin-2-yl] 
amino}cyciohexyl)amino]ethyl}-4-methylbenzenesulfonamide 


572 (M + H) 


3 


1457 


(2^[4-(4-Dimethylamjno^uinoIin-2-ylamino)-cyclohexylamino] 
methyl}-cyclohexyt)-phenyl-methanol 


487 (M + H) 


3 


1458 


N2-(cis^[2-(3 ( 5-dimethoxypheny0ethy!]amino}cyclohexyl) 
-N4 t N4-dlmethylquinoline-2 t 4-diamine 


449 (M + H) 


3 


1459 


N4,N4-dimethyl-N2-(cis-4-{[2-(2-phenyl-1H-indol-3-yl)ethyl] 
amino}cyctohexyl)quinoline-2,4-diamine 


504 (M + H) 


2 


1460 


N2-(cjs-44[2,2-bls(4-chlorophenyl)ethyl]amjno}cyclohexyl) 
-N4,N4-dimethylquinoline-2 ( 4-diamine 


533 (M + H) 


3 


1461 


(3^(1S)-2-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino) 
cyclohexyl)amino]-1-methylethyl}phenyl)-(phenyl)methanol 


509 (M + H) 


3 


1462 


N2-[cis^-({[1-(diphenylmethyl)a2etidln-3-yl]methyl}amino)- 
cyclohexyl]-N4 t N4-dimethylquinoline-2 ( 4-diamine 


520 (M + H) 


1 


1463 


N2-[cis-4-({[2-(4-bromophenyl)ethyl]amino}methyl)cyclohexyl] 
-N4 l N4-dimethylquinoline-2 l 4-diamine 


481 (M + H) 


3 


1464 


N2-[cis^-({[4-(4-methoxyphenyl)butyl]amino}methyl)-cyclohexyl] 
-N4,N4-dimethylquinoline-2,4-diamjne 


461 (M + H) 


3 


1465 


N4 I N4-dimethyl-N2-(cls-4-{[(6-phenylhexyl)amino]methyl} 
cyclohexyl)quinoline-2,4-diamine 


459 (M + H) 


3 


1466 


N2-(cis^[(2-mesitylethyl)amino]methyl}cyclohexyl) 
-N4 t N4-dimethylquinoline-2,4-diamine 


445 (M + H) 


3 


1467 


N4,N4-dimethyl-N2-(cis-4-{[(8-phenyloctyl)amino]methyl} 
cyclohexyl)quinoline-2 t 4-diamine 


487(M + H) 


3 
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1468 


N2-[ci3^-({[2-(4-tert-butyIphenyl)ethy0aniino}methyl)-cyclohexy!] 
-N4,N4-dimethyIquinoline-2 t 4-diamine 


459 (M + H) 


3 


1469 


N4 J N4-dimethyl-N2-(cls-4-{[(5-phenylpent-4-yn-1-yl)amino} 
methyl}cyclohexyl)quinoline-2,4-dlamine 


441 (M + H) 


3 


1470 


N2-[cis^-({[2-(2-methoxyphenyl)ethyl]amlno)methyl)-cyclohexyI] 
-N4,N4-dlmethylquinoline-2 ( 4-diamine 


433 (M + H) 


3 


1471 


N4,N4-dimethyl-N2-(cis-4-{[(3-phenoxypropyl)amino]methyl} 
cyclohexyl)quinoline-2 f 4-diamin9 


433 (M + H) 


3 


1472 


N4 ( N4-dimethyl-N2-(cis-4H[(2,3,5,6-tetrafluorobenzyl)amino] 
m^thvftcvclohexvnauinoline-2.4-dlamine 


461 (M + H) 


3 


1473 


N2-(cis^[(2,5-dlchlorobenzyl)amino]methyl}cyclohexyl) 
-NJ4 Nd-dimethvlauinoline-2.4-diamine 


457 (M + H) 


3 


474 


N2-(cis-4-{[(5-chloro-2-methoxybenzyl)amino]methyl}-cyclohexyl) 
-N4 NJd-Himftthvlauinollne-2 4-diamine 


453 (M + H) 


3 


1475 


N2-(cis^4[(4^hloro-2-methoxybenzyl)amino]methyl}-cyclohexyl) 
.NI4 Md-Himethviauinoline-2 4-diamine 


453 (M + H) 


3 


1476 


N2-(cis^[(3-iodo-4-methylbenzyl)amlno]methyl}cyclohexyl) 
,i\\A NA-HimAthvlnuinolin©-2 4-diamine 


529 (M + H) 


3 


1477 


N2-[cis-4-({[(2S)-2-(dibenzylamino)propyl]amino}methyl)- 
rvr irthAYvll-N4 N4-dimethvlauinoline-2. 4-diamine 


536 (M + H) 


3 


1478 


N4,N4-dimethyl-N2-[cis-4-({[(1 -phenyl-5-propyl-1 H-pyrazol-4-yl) 
mAth\/iiflminoimethvlV^clohexvilQuinoline-2,4-diamine 


497 (M + H) 


1 


1479 


N2«{cis-4-[({[1 -(4-chtorophenyl)-5-propyM H-pyrazol-4-yl]methyl} 
QminMmAthviicvclohexvl)-N4 N4-dimethvlQuinoline-2, 4-diamine 

tilT III lUJl 1 ICU ly IJwyVrflwl IOA j ij i^^,i^^ mhiiwuiji^"""""™ » 


531 (M + H) 


1 


1480 


N4,N4-dimethyi-N2-[cis-4-({[4-(4-nitrophenyi)butyl]-amino} 
mt>thv/i>fn/ciohey\/l1aLiinoline-2 4-diamine 

II lei! lyl JwyWIUI IwAj IJV^UII IV/IH iw *• j~ wHiinim 


476 (M + H) 


3 


1481 


N2-(cis-4-{[2-(4-bromophenyl)ethyl]amino}cyclohexyl) 
-N4 N4-dimethvl-5 6 7 8-tetrahvdroquinazoline-2, 4-diamine 


472 (M + H) 


3 


1482 


N2-(cis-4-{[2-(3-chlorophenyl)ethyl]amino}cyclohexyl) 
-N4 N4-dimethvl-5 6 7 8-tetrahydroquinazoline-2,4-diamine 


428 (M + H) 


3 


1483 


N2-{cis-4-t(2-methoxy-2-phenylethyl)amino]cyc!ohexyl} 
-N4 N4-dimethvl-5 6 7 8-tetrahydroquinazoline-2,4-diamine 


424 (M + H) 


3 


1484 


N2-[4-(2-Methoxy-2-phenyl-ethylamino)-cyclohexyl] 

-N4 N4-dimethvl-5 6 7 8-tetrahvdrc>quinazoline-2,4-diamine 

I X *T j 1 « ▼ Vlllllwlliyi W|W|I jW iwn » » 


424 (M + H) 


3 


1485 


N4,N4-Dimethyl-N2-[4-(pentamethylphenylmethyl-amino)- 
evelohexvll-5 6 7 8-tetrahvdro-quina£oline-2,4-diamine 


450 (M + H) 


2 


1486 


N2-{cis-4-[(3-ethox7benzyl)amino]cyclohexyl}-N4 ) N4-dimethyl- 
5, 6,7, 8-tetrahydroquinazoline-2, 4-diamine 


424 (M + H) 


3 


1487 


N2-(cis-4-{[(2S)-2,3-bis(ben2yloxy)propyl]amino}cyclohexyi) 
-N4 l N4-dimethyl-5,6 l 7,8-tetrahydroquina2oline-2 > 4-diamine 


544 (M + H) 


3 




M9-/i^ic-4jr^-mpthow-P-nflDhthvhmethvnamino)cvclohexvl) 
-N4,N4-dimethyl-5,6,7,8-tetrahydroquinazoline-2,4-diamine 


460 (M + H) 


3 


1489 


S^-Kcis^^-CdimethylaminoJ-S.ey.S-tetrahydroquinazolin- 

2-yl]amino}cyclohexyl)amino]ethyl}(3-methylphenyl)-amino] 

propanenltrile 


476 (M + H) 


2 
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(continued) 



Ex. No. 


compound name 


MS 


class 


1490 


3-[{2-[(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin- 
2-yl]amino}cyclohexyl)amino]ethyQ(phenyl)amino]-propanenitri 


462 (M + H) 


1 


1491 


N-{(1 S)-1 -ben2yl-2-[(cis-44[4-(dimethylamino)- 

S^^.S-tetrahydroquinazolln^-yllamlnoJcyclohexyOaminolethyl}- 

4-methylbenzenesutfonamide 


577 (M + H) 


1 


1492 


(2^4-(4-Dimethylamino-5 l 6 t 7,8-tetrahydro-quinazolin- 
2-ylamino)K^clohexylarnino]-methyl}-cyclohexyl)-phenyl- 

mothannl 


490 (M + H) 


3 


1493 


N2-(cis^[2-(3,5-dimethoxyphenyf)ethyl]amino}cyclohexyl) 

_\ia NJ4-HimAth\yl-5 fi 7 ft-tAtrah\/drfiauinfl7oline-2 4-diftmine 

-OjH^NH^JH Ilwll iyi W|U|/ |0 ion Qi lyut usj un lo^wni i«? C|t uiai i in io 


454 (M + H) 


2 


1494 


N4,N4-dimethyl-N2-(cis-4-{[2-(2-phenyl-1H-indol-3-yl)ethyl] 
aminoJcyclohexyO-S.ey.e-tetrahydroquinazolin^^-diamine 


509 (M + H) 


3 


! 1495 


N2-(cis-4-{[2 t 2-bis(4-chlorophenyt)ethyqamino}cyclohexyl) 
-N4 ) N4-dlmethyl-5 t 6 ) 7,8-tetrahydroquinazoline-2 l 4-diamine 


538 (M + H) 


3 


1496 


(3^(1S)-2-[(c^s-4-^[4-(dimethylamino)- 
5,6,7,8-tetrahydroquina20lin-2-yl]amlno}cyclohexyl)amino)- 
1 -methylethyl }phenyl)(phenyl)methanol 


512 (M + H) 


3 


1497 


N2-[cis^-({[1-(diphenylmethy0azetidin-3-yl]methyl}amino)- 
cyclohexyl]-N4,N4-djmethyl-5,6,7,8-tetrahydroquinazoline- 

9 /I Hiamina 
t ( *f-UlaiTliriW 


525 (M + H) 


1 


1498 


N2-tcis-4-({[2-(4-bromophenyl)ethyl]amjno}methyl)cyclohexyl] 

.MA N/i-Himothx/L^ R 7 fi-tAtrnhvdrftrnilnn7nllnA-2 4-rilamlnA 


486 (M + H) 


3 


1499 


N2-[cis^-({[4-(4-methoxyphenyl)butyl]amino}methyl)-cyclohexy0 

~| N *t , I^I't^J II 1 J Oil iy i J,u, » ,o iwii ai lyui wjuii ic**. win i w c , t uianiiiin 


466 (M + H) 


3 


1500 


N4,N4-dimethyl-N2-(cis-4-{[(6-phenylhexyl)amino]methyl}- 

rvrlnh^yvIV^ R 7 fl - tAt ra h\zrirnni j ina 7 oil n a- ? 4-diaminA 

IsYUIwi ICAyiy / ,Q L6U ally VII V/VJUII ltU.UIII lw t|*r uitu mi lw 


464 (M + H) 


3 


1501 


N2-(cis-4-{[(2-mesitylethyl)amino]methyl}cycfohexyl) 

IN*t,l N*t^u ji i loll iy] w,0| / t o ion Qi iyui wi{ un 1CM.U111 ic t|" wicii i iiiid 


450 (M + H) 


3 | 


1502 


N4,N4-dimethyl-N2-(cis-4-{[(8-phenyloctyl)amino]methyl}- 

m/^lnhowlA-R R 7 R-tfttrflhv/Hmfiuinfl7ftlinA-P 4-diAminA 
uyuiwi loAyi i o,o t / ,01011 01 lyui wvj un iaz.wni urt ,*t uiai 1 111 10 


492 (M + H) 


3 


1503 


N2-[cis^-({[2-(44ert-butylphenyl)ethyl]amino}methyl)-cyclohoxyl] 

-M4 W4-Himoth\/l-^ R 7 fl-tAtrflhvrirnnuinavolinA-? 4-diflmino 
-in t ,inh^jii 1 i*?ii iy iwi ( w, / , o-ieu ai lyui uv^un icuwiii iw t^-viiai 1 11 1 iu 


464 (M + H) 


3 


1504 


N2-[cis^-({[2-(2-methoxyphenyl)ethyl]amino}methyl)-c7clohexyl] 

-M4 MA-HimAthvl-^ R 7 R-tAtrah\/riranLiinfl7oline-2 4-diflminA 


438 (M + H) 


3 


1505 


N4 ) N4-dlmethyl-N2-(cis^{[(3-phenoxypropy0amino]-methyl} 
rx/rlnhpifvIVS fi 7 8-tetrahvdroaLiina70lin6-2 4-diamine 


438 (M + H) 


3 


1506 


N2-(cis^[(5-chloro-2-methoxybenzyl)amino]methyl}<7clohexyl) 

-M4 N4-riimAth\/l-5 R 7 ft-tAtrahvdroauinfl7oliriA-9 4-din.mine 


458 (M + H) 


3 


1507 


N2-(cis^[(4-chloro-2-methoxybenzyl)amino]methyl}-cyclohexyl) 
-N4 > N4^imethyl-5,6 > 7,8-tetrahydroquinazoline-2 l 4-diarnine 


458 (M + H) 


3 


1508 


N2-(cis^[(3-iodo-4-methylbenzyl)amino]methyl}cyclohexyl) 
-N4 l N4Hjimethyl-5,6 l 7 l 8-tetrahydroquinazoline-2 l 4-diamine 


534 (M + H) 


3 


1509 


N2-[cis-4-({[(2S)-2-(dibenzylamino)propyl]amino}methyl)- 

cyclohexyl]-N4,N4-dimethyl-5,6 t 7 l 8-tetrahydroquinazoline- 

2,4-diamine 


541 (M + H) 


3 
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Ex. No. 



1510 



(continued) 



compound name 



N4 N4-dimethyl-N2-[cis-4-({[(1 -phenyl-5-propyl-1 H-pyrazol-4-yl) 
mrthynamlno}methyl)cydohexyO^ > e7.B- 
2,4-diamlne 



MS 

502 (M + H) 



1511 



N2-{cis-4-[({[1 -(4-chlorophenyl)-5-propyM H-pyrazol-4-y l]methyl} 
amino)methyl]cyclohexyl}-N4,N4-dimethyh 
5 ( 67,8-tetrahydroquinazoline-2Adiamine 



536 (M + H) 



1512 



N4,N4-dimethyl-N2-[cis-4-({[4-(4-nltrophenyl)butyl]amino}- 
methyl)cyclohexyl]-5 t 6 t 7 t 8-tetrahydroquinazoline-2 t 4-diamine 



481 (M + H) 



1513 



1514 
1515 
1516 
1517 
1518 



1519 



1520 



1521 
1522 
1523 
1524 



1525 



1526 
1527 



1528 
1529 
1530 



N2-(cis-4-{[2-(4-bromophenyl)ethyl]amino}cyclohexyl) 
-N4,N4-dimethylpyrimidine-2,4-diamine 



N2-(cis-4^2-(3-chlorophenyl)ethyl]amino)cyclohexyl) 
-N4 ( N4-(dlmethylpy rlmldine-2,4-diamine ^ 

N2-(cis^[2-(2-chlorophenoxy)ethyl]amino}cyclohexyl) 

-N4,N4^imethylpyrimldln e-2 t 4-dlamine 

N2-{cls-4-[(2-methoxy-2-phenylethyl)amino]cyclohexyl} 
-N4 t N4^lmethyl pyrimidine-2,4-diamine 

N2-[4-(2-Methoxy-2-phenyl-ethylamino)-cyclohexyl] 
■N4 ) N4-dimethyl-pyrlmidi ne-2 ( 4-diamine 

N2-(ci3-44[2-(4-bromophenoxy)ethyl]amino}cyclohoxyl) 
■N4 ) N4-dimethylpyrimidine-2,4-diamine 



N4,N4-Dimethy!-N2-[4-(pentamethylphenylmethyl-amino)- 
cyclohexyl]-pyrimidine-2,4-diamine 



N2-{cls-4-[(3-ethoxybenzyl)amino]cyclohexyl} 
-N4 > N4-dimethy)pyrimldine>2,4-diamlne 



N2-(cls-4-{[(2S)-2 l 3-bis(benzyloxy)propyl]amino)cyclohexyl) 

4sl4,N4^imethytpyrimld lne-2,4-diamine 

N2-(cis-4-{[(3-methoxy-2-naphthyl)methyl]amino}cyclohexyl) 
-N4,N4-dimethyl pyrimidine-2 ) 4-diamine 

3-[{2-[(cis^[4-(dimethylamino^ 
aminolethyl}(3-methylphenyl)-amino]propanenitrile 



3-[{2-[(cis-4K[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
amino]ethyl}(phenyl)amino]propanenitrile 



418 (M + H) 



N2-[cis^-({[4-(4-methoxyphenyl)butyl]amino}methyl)-cyclohexyll 
-N4,N4<Jimethylpyrimidlne-2 t 4-diamine 



N4,N4-dimethyl-N2-(cis-4-{[(6-phenylhexyl)amino]methyl} 

cyclohexyl)pyrimldlne-2 ,4-diamine 

N2-(cis-4H[(2-mesltylethyl)amino]methyl}cyclohexyl) 
N4,N4-dimethylpyrimldine-2 t 4>diamine 



N4,N4-dimethyl-N2-(cis-4-{[(8-phenyloctyl)amino]methyl} 

cyclohexyl)pyiimidine-2,4 -diamine _ 

N2-[ci3-4-({[2-(4-tert-butylphenyl)ethyl]aniino}methyl)-cyclohexyl] 
N4 t N4-dlmethylp yrimidine-2 ) 4-diamine 
N4,N4-dimethyl-N2-(cis-4-{[(5-phenylpent-4-yn-1-yl)amino] 
methyl IcyciohexyQpyrimidine^^-diamine 



374 M + H) 
390 (M + H) 
370 (M + H) 
370 (M+H) 
434 (M + H) 



396 (M + H) 



370 (M + H) 



490 (M + H) 
406 (M + H) 
422 (M + H) 



408 (M + H) 



412 (M + H) 



410 (M + H) 
396 (M + H) 



438 (M + H) 
410 (M + H) 
392 (M + H) 



247 



15 



20 



25 



30 



35 



40 



Ex. No. 



50 



55 



1536 
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(continued) 
compound name 



N2-[cis-4-({[2-(2-methoxyphenyl)ethyl]amino}methyl)-cyclohexyn 
■N4,N4-dlmethylpy rimldine-2,4-dlamine 
N4,N4-dimethyl-N2-(cis-4-{[(3-phenoxypropyl)amino]-methyl} 
cyclohexyl)pyri midlne-2,4-dlamine 
N4,N4-dimethyl-N2-(cis-4-{[(2 1 3 > 5,6-tetrafluorobenzyl)amino]- 
methyl}cyclohe xyl)pyrimidlne-2,4-diamlne 

N2-(ds-44l(2,5-dichlorob8rizy0amlno]methy11cyclohexy0 
-N4,N4-dimethylpyrimidi ne-2,4-diamine 
N2-(cis-4-{[(5-chloro-2-methoxybenzyl)aminolmethyl}-cyclohexyl) 
-N4.N4-dimethylp yrimldine-2,4-diamine 
N2-(cis-^[(4-chloro-2-methoxybenzyl)amino]methyl}-cyclohexyl) 



MS 



1539 



N2-(cis-4-{[(3-iodo-4-methylbenzyl)amino]methyl}cyclohexyl) 
-N4,N4-dimethylp yrimldlne-2,4-diamine 

N2-[cis-4-({[(2S)-2-(dibenzylamino)propyl]amino}methyl)- 
cvclohexvn-N4,N4-dimethylpyflmidine-2,4-dlamlne 



2-(benzyloxy)ethyl(cis-4H[4-(dimethylamino)quinolln-2-yl]amino} 
cyclohexyl)carbamate 



1543 



1548 



1551 



1552 



2.2-dimethylpropyl(cis-4-{[4-(dtmethylamino)quinolin-2-y0amino)} 

cyclohexyl)catb amate 

[4-(4-Dimethyiamino-quinolin-2-ylamino)-cyclohexyl]-cart)amic 
acid 4,5-dim ethoxy-2-nitro-benzyl ester 
3-(trifluoromethyl)phenyl(cis-4-{[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)carbamate 



4.bromophenyl(ci8-44[4-(dimethylamino)quinolin-2-yl]amino} 



cyclohexyl)carbamate 



2-methoxyphenyl(cis^-{[4-(dimethylamino)quinolin-2-yl]amino} 

cyclohexyl)carbamate 

2-methoxyethyl(cis-4-{[4-(dimethylamino)quinolin-2-yllamino} 

cyclohexyl)carbamate 

«^(ci8-4-{[4-(dirnethylamino)quinolin-2-yl]arnino}cyclohexyl) 

carbamate 

ethyl (cia-4^4-(dimethylamino)quinolin-2-y0amino}cyclohexyl) 
carbamate 



[4-(4-Dimethylamino-quinolin-2-ylamino)-cyclohexyl]-carbamic 
acid 4-nitro-benzyl ester 



2-naphthyl(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 

cyclohexyl)carbamate 
allyl(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohe)(yl) 

carbamate 



[4-(4-Dimethylamino-quinolin-2-ylamino)-cyclohexyl]- 

carbamicacid be nzyl ester 

phenyl(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 



carbamate 



487 (M + H) 



463 (M + H) 



399 (M + H) 
524 (M+H) 
473 (M + H) 



483 (M + H) 



435 (M + H) 
387 (M + H) 



441 (M + H) 
357 (M + H) 



464 (M + H) 



455 (M + H) 
369 (M + H) 



419 (M + H) 
405 (M + H) 



class 



248 



10 



15 



20 



25 



30 



35 



40 



43 
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(continued) 



1554 
1555 
1556 
1557 
1558 
1559 
1560 
1561 



compound name 

(1 R 2S 5R>2-isopropyl-5-methylcyclohexyl (cis-4-{ 
[4-(dlm ethylamino)guinoHn-2-yl]amino))cyclohexyl)carbamate 

4-methylphenyl(ci8-4-{t4-(dimethylamino)quinolin-2-yl]amlno} 

cyclohexyl)carbamate 

methyl(cis^[4-(dlmethylamino)quinolin-2-y0amlnoJcyclohexyl) 

carbamate 

2-chlorobenzyl(cis-4-«4-(dimethylamino)quinolin-2-yl]amino} 
cyclohe xyl)cart)amate 

9H-fluoren-9-ylmethyl(cis^[4-(dimethylamino)quinolin-2-yl] 
amino}cycloh exyl)cart)amate 
2,2^-trichloroethyl(cis-4-{[4-(dtmethylamino)quinolin-2-yl]amino} 

cyclohexyl)carbamate 
2-(ben2yloxy)ethyl[(cis-4-{[4-(dlmethylamino)quinolin-2-yl]amino} 

cyclohexyl)met hyl]carbamate 
2,2-dimethylpropyl[(ci6^(4-(dimethylamino)quinolin-2-yl)amino} 
cyclohex yl)methyl]cart)amate 
4,5-dimethoxy-2-nitrobenzyl[(cls-4^4-(dlmethylamino)-quinolin 
2-yqamino}cyclohexyl)methyl]carbamate 



1562 
1563 



1564 



1565 



1566 
1567 
1568 



1569 



1570 



1571 



1572 



1573 



1574 



3- (tri(luoromethyl)phenyl[(cis^[4-(dimethylamino)quinolin-2-yl] 
amlno} cyclohexyl)methyqcarbamate 

4- bromophenyl((ci8-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)methyl]carbamate 



2-methoxyphenyl((cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)methyl]carbamate 



2-methoxyethyl[(ci8-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl}methyl]carbamate 



octyl[(cis-4-(4-{[dimethylamino)quinolin-2-ynamino}cyclohexyl) 

methyl]carbamate 
ethyl [(cis-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 

methyl]carbamate 

4-nitrobenzyl[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)methyl]carbamate 



2-naphmyl[(cis-4M[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)methyllcafbamate 



allyl[(cls-4-{[4-(dimethylamino)quinolin-2-yllamino}cyclohexyl) 
methyl]carbamate 



benzyl [(ci8^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 



methyl]carbamate 



phenyl[(cl3-4^[4-(dlmethylamino)qulnolin-2-yllamlno}cyclohexyl) 
methyl]carbamate 



(1 R 2S,5R)-2-lsopropyl-5-methylcyclohexyl [(cis-4^ 
[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)methyl]- 

carbamate 

4-methylphenyl[(cis-4-{(4-(dimethylamino)quinolin-2-yl]amino} 

cyclohexyl)methyl]cart)amate 



467 (M + H) 
419 (M + H) 
343 (M + H) 
453 (M + H) 
507 (M + H) 
459 (M + H) 
477 (M +H) 
413 (M + H) 
538 (M+H) 



487 (M + H) 
497 (M + H) 



449 (M + H) 



401 (M + H) 



455 (M + H) 
371 (M + H) 
478 (M + H) 



469 (M + H) 



383 (M + H) 



433 (M + H) 



419 (M + H) 



481 (M + H) 
433 (M + H) 



249 
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(continued) 



so 



55 



Ex. No. 


compound name 


MS j 


class 


1575 


methyl [(cis^(4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyflcarbamate I 


.357 (M + H) 


3 




~~*~467 (M + H) 1 


o I 


~ 1576 


2K:hlorobenzyl[(ci8^-{[4-(dlmethylarnino)quinolin-2-yl]amlno} 
cyclohexyl)methyl]carbamate I 




1577 


9H-fluoren-9-ylmethyl[(cls-4-{[4-(dimethylamino)quinolin-2-yn 
amino)cvclohexyl)methyl]carbamate 


521 (M + H) I 


3 


1578 


2,2.2-tr1chloroethyl[(cis-4-{I4-(dimethylamino)quinolin-2-yllamino} 
evclohexvrtmethyllcarbamate 1 


473 (M + H) ~~T 


~3 


1579 


2-(benzyloxy)ethyl(cis-4^4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino)cyclohexyl)catbamate 


468 (M + H) ~T 


~3 


1580 


2,2-dimethylpropyl(cis-4^4-(dimethylamino)- 1 
S.6,7,8-tetrahydroquinazolin-2-yl1amino)cyclohexyl)carbamate 


404 (M + H) | 


3 I 




[4-(4-Dimethylamino-5,6,7.8-tetrahydr<Hiuinazolin-2-ylamino)- 
cyclohexyll-carfaamic acid 4,5-dimethoxy-2-nltro-benzyl ester 


529 (M + H) | 


2 


1581 




1582 


3-(trifluoromethyl)phenyl(ci8-4-{[4-(dimethylamino)- 

5 6 7 8-tetrahydroquinazolin-2-yl]amlno}cyclohexyl)carbamate 


478 (M + H) ~ 


3 | 


1583 


4-bromophenyl(cis-4-{[4-(dlmethylamino)- 

S.6.7 ft-tetrahvdrQQuinazolin^-yqamino^clohexyl^arbamate 


488 (M + H) H 


3 


1584 


2-methoxyphenyl(cis-4-{[4-(dimethylamino)- 

5 6 7 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)carbamate 


440 (M + H) 


3 


1585 


2-methoxyethyl(cis-4-{l4-(dimethylamino)- 
5.6.7.8-tetrahydroqulnazolln-2-yqamino}cyclohexyl)carbamate 


392 (M + H) 


3 


1586 


octyl(ci3^-{[4-(dirr«thylamino)-5,6.7,8-tetrahydroquinazolin-2-yll 

amino}cyclohexyl)carbamate 

ethyl (cis-4M[4-(dimethylamino)-5,6,7.8-tetrahydroquina20lin-2-yl] 
amino}cyclohexyl)carbamate 


446 (M + H) 


3 


1587 


362 (M + H) 


3 


1588 


4-nitrobenzyl(cis-4-{[4-(dimethylamino)- 
5.6.7.8-tetrahydroguinazolin-2-yl]amino)cyclohexyl)carbamate 


| 469 (M + H) 


3 


1589 


2-naphmyl(cis-4^4-(dimethylarrtino)- 
5,6,7,8-tetrahydroguinazolin-2-yl]amino}cyclohexyl)carbamate 


I 460 (M + H) 


3 


1590 


' allyl (cis-4-{[4-(dimethylamino)-5,6.7,8-tetrahydroquinazolin-2-yn 
amino}cyclohexyl)carbamate 


1 374 (M + H) ~ 


I 3 


1591 


" benzyl (ci8-4-{[4-(dimethylamino)-5.6,7,8-tetrahydroquinazolin- 
2-yl]amlno)cyclohexyl)carbamate 


1 424 (M + H) 


3 


1592 


" nhonxrf ^^^-(dimethylaminoJ-S.ej.S-tetrahydroquinazolin- 
2-yl]amino}cyclohexyl)carbamate 


j 410 (M + H) 


| 3 


1593 


/oq cm.9-ifir>nroDvl-5-methvlcyctohexyl (cis-4-{ 
[4.(dimethylamlno)-5,6,7.8-tetrahydroqulnazolin-2.yl]amino} 

cyclohexyl)carbamate 


472 (M + H) 


3 


1594 


4-methylphenyl(cis-4-{[4-(dimethylamino)- 

5 6 7 8-tetrahydroquinazolin-2-yQamino)cyclohexyl)carbamate 


j 424 (M + H) 


3 n 


1595 


methyl (cis-4-{I4-(dimethylamino)-5,6,7,8-tetrahydroqu.nazol.n- 
2-yl]amino)cyclohexyl)carbamate 


T 348 (M + H) 


3 


1596 


2-chlorobenzyl (cis-4-{[4-(dimethylamino)- 

5 r 7 B.tetrahvdroQulnazolin-2-yllamino)cyclohexyl)carbamate 


T~ 458 (M + H) 


I 3 



250 
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Ex. No. 


compound name 


MS 


class 


5 


1597 


9H-fluoren-9-ylmethyl(cis-4-{[4-(dimethylamino)- 
S.ej.B'tetrahydroquinazolin^yllaminoIcyclohexyQcarbamate 


512 (M + H) 


3 




1 CQfl 

loyo 


9 9 p.trichloroethvKci8-4-{[4-(dtrnethylamino)- 

|fc U Iwl llvl WWII 1 J lywiw ~ 11 \ • — - / 

5 67,84etrahydroquinazolln-2-yl]amino}cyclohexyl)carbamato 


464 (M + H) 


3 


10 


1599 


2-(benzyloxy)ethyl [(cis-4-{[4-(dimethylamino)- 

* r 7 a.tetrahvdroauinazolin-2-ynamino}cyclohexyl)methyl] 

carbamate 


482 (M + H) 


3 


15 


1600 


2,2-dimethylpropyl[(cis-4-{[4-(dimethylamino)- 

s ft 7 ft.tPtrahvdroauinazolin-2-vllamino}cyclohexyl)methyl] 

carbamate 


418 (M + H) 


3 




1601 


4,5-dimethoxy-2-nitrobenzyl[(cis-44[4-(dimethylamino)- 
c ft 7 n totrah\/riroaulnazolin-2-vl1amino)cvclohexyl)methyl] 

carbamate 


543 (M + H) 


3 


20 


1602 


3-(trifluoromethyl)phenyl[(cl8^[4-(dimethylamino)- 

c a 7 q t^tra hwHrnn i linn 7ni!n-2-vflamino)cvclohexvl)rnethyl] 

carbamate 


492 (M + H) 


3 


25 


1603 


4-bromophenyl[(cls-4-{[4-(dimethylamlno)- 

c e t o totrQhuHmnninn7olin-2-vllamino)cvclohexyl)methyl] 

carbamate 


502 (M + H) 


3 




1604 


2-methoxyphenyl[(cis-4-{[4-(dimethylamino)- 

c e t q tAtrohwHrnniiinfl7niin-2>vnamino)cvclohexyl)methyl] 

carbamate 


454 (M + H) 


3 ! 


30 


1605 


o m Ath/%wAthvir^riQ-d-/r4-^dimethvlamino)~ 
2*meinoxy©inyiL^i5>^* \uwiwuijw • •■■■w/ 

S^^^-tetrahydroquinazolin^-yllaminoJcyclohexyOmethyl] 
carbamate 


406 (M + H) 


3 




1606 


octyl [(cis^^-tdimethylaminoVS.ej^-tetrahydroquinazolin- 
2-yl]amino}cyclohexyl)methyl]carbamate 


460 (M + H) 


3 


35 


1607 


ethyl [(cls^^-tdimethylaminoJ-S^J.S-tetrahydroquinazohn- 
2-yl]amlno}cyclohexyl)methyl]cartDamate 


376 (M + H) 


3 




1608 


xa ia nimAthviamlno-5 6 7 8-tetrahvdroKiuinazolln-2-ylamino)- 
cyclohexylmethyl]-carbamic acid 4-nitro-benzyl ester 


483 (M + H) 


3 


40 


1609 


o nanhth\#ir/ris-A-/r4.-fdimethvlaminoV 
5 t 6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)methyl] 

carbamate 


474 (M + H) 


3 


45 


1610 


allylf^is^^-fdimethylaminoJ-S.ej^-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyl]carbamate 


388 (M + H) 


3 




1611 


(4-(4-Dimethylamino-5,6 I 7,8-tetrahydro-quinazolin-2-ylamino)- 
cyclohexylmethy!]-carbamic acid benzyl ester 


438 (M + H) 


3 


50 


1612 


nhonwi r/riQ-ii4r4-/dimethvlaminoV5 l 6 1 7,8-tetrahydroquinazolin- 
2-yl]amino}cyclohexyl)methyl]carbamate 


424 (M + H) 


3 




1613 


(2S,5R)-2-isopropyl-5-methylcyclohexyl[(cis-4-{ 
[4-(dimethylamino)-5,6 p 7,8-tetrahydroquinazolin-2-yGamino} 

cyclohexyl)methyljcarbamate 


486 (M + H) ~~ 


3 


55 


1614 


4-methylphenyl[(cis-4-{[4-(dimethylamino)- 
S.e/.S-tetrahydroquinazolin^-yllamlnoJcycIohexyOmethyl] 

carbamate 


438 (M + H) 


3 
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Ex. No. 



1615 
1616 

1617 

1618 



compound name 



1619 
1620 



1621 
1622 



1623 
1624 
1625 
1626 
1627 
1628 



methyl [(cis-4-{[4-(dlmethylamino)-5 1 6,7,8-tetrahydroquinazolin- 
2-yl]amino)cyclo hexyl)methyllcarbamate 

2-chlorobenzyl[(cis-4-{[4-(dimethy1amino)- 
,6.7.8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)methylJ 

carbamate 

9H-fluoren-9-ylmethyl[(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yllamino}cyclohexyl)methyn 

carbamate 

2,2,2 trichloroethyl[(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)methyll 

carbamate 



2-(benzyloxy)ethyl(cis-4-{[4-(dimethylamino)pyrimidin-2-yll 
amino}cyclohex yl)carbamate 
2,2-dlmethylpropyl(cls-4H[4-(dlmethylamino)pyr1midln-2-yO 
amino}cyclohexyl)carbamate 



MS 



362 (M + H) 
472 (M + H) 

526 (M + H) 

478 (M + H) 



[4-(4-Dimethylamino-pyrlmid!n-2-ylamino)-cyclohexyn-carbamic 
acid 4,5-dimethox y-2-nitro-benzyi ester 
3-(trifluoromethyl)phenyl(cis-H[4-(dimethylamino)pyrimidin-2-yl] 
amlno}cyclohexyl)cart)amate 



1629 



1630 



1631 



1632 



1633 
1634 
1635 



4-bromophenyl(cis-4-{[4-(dimethylamino)pyrimidin-2-yGamino} 

cyclohexyl)carbamate 

2-methoxyphenyl(cis-*-{[4-(dimethylamino)pyrimidin-2-yl]amino)} 

cyclohexyljcarbamate 

2-methoxyethyl(cis-4-{(4-(dlmethylamino)pyrimidin-2-yllamino} 

cyclohexyl)carbamate 
octyl(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 

carbamate 

ethyl (cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 

carbamate 

4-nrtrobenzyl(ci8-4^[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)carbamate 



414 (M + H) 
350 (M + H) 



475 (M+H) 
424 (M+H) 



2-naphthyl(cis-4-ff4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)carbamate 
allyl(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 

carbamate . 



benzyl (cl8-4^[4-(dlmethylamino)pyrimldin-2-yl]amino}cyclohexyl) 
carbamate 

phenyl(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl) 
carbamate 



(2S 5R)-2-isopropyl-5-methylcyclohexyl (cis-4--{ 
[4-(dimet hylamino)pyrlmidin-2-yl]amino}cyclohe)(yl)carbamate 

4-methylphenyl(cis-i-{[4-(dimethylamino)pyrimidin-2-yl]amino} 

cyclohexyl)carbamate 
methyl(cis-4^4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl) 

carbamate 



434 (M + H) 
386 (M+H) 
338 (M + H) 
392 (M + H) 
308 (M + H) 
415 (M + H) 



406 (M + H) 
320 (M + H) 



370 (M + H) 
356 (M + H) 



418 (M + H) 
370 (M + H) 
294 (M + H) 



daaa 
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Ex. No. 


compound name 


MS { 


class 


1636 


2-chlorobenzyl(cis-4-{(4-(dimethylamlno)pyrimidin-2-yl]amino 
cyclohexyl)carbamate 


404 (M + H) 


3 


1637 


9H-fluoren-9-ylmethyl(cis^-{[4-(dimethylamino)pyrirnidin-2-yl] 
amino}cyclohexyl)carbamate 


458 (M + H) 


3 


1638 


2,2 > 2-trlchloroGthyl(cis-4-{[4-(dimethylamino)pyrlmidln-2-yl] 
amino}cyclohexyl)carbamate 


410 (M + H) 


3 


1639 1 


2-(benzyloxy)ethyl[(cis^-{[4-(dimethylamino)pyrimidin-2-yl) 
amino}cyclohexyl)methyl]carbamate 


428 (M + H) 


3 


1640 


2,2-dimethylpropyl[(cis^-{[4-(dimethylamino)pyrimidin-2-yl] 
amino}cyclohexyl)methyl]carbamate 


364 (M + H) 


3 


1641 


4 l 5-dimethoxy-2-nitrobenzyl[(cis^[4-(dimethylamino)-pyrimidin- 
2-yl]amino}c^lohexyl)methyl]carbamate 


489 (M + H) 


3 


1642 


3-(trif!uoromethyl)phenyl[(ds^[4-(dimethylamino)pynmidin-2-yl] 
amino}cyclohexyl)methyl]cart)amate 


438 (M + H) 


3 


1643 


4-bromophenyl[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]carbamate 


448 (M + H) 


3 


1644 


2-methoxyphenyl[(cis-4-{[4-(dimethylamino)pyrimldln-2-yl]amino} 
cyclohexyl)methyl]carbamate 


400 (M + H) 


3 


1645 


2-methoxyethyl[(cis^{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methy!]carbamate 


352 (M + H) 


3 


1646 


octyl [(cis^4[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]carbamate 


406 (M + H) 


3 


1647 


ethyl [(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]carbamate 


322 (M + H) 


3 


1648 


[4.(4-Dimethylamino-pyrjmidin-2-ylamino)-cyclohexylmethyl]- 
carbamlc acid 4-nitro-benzyl ester 


~~ " 429 (M + H) 


3 


1649 


2-naphthyl[(cis^-{[4-(dimethylamino)pyrimidln-2-yl]aniino} 
cyclohexyl)methyl]carbamate 


420 (M + H) 


3 ! 


1650 


allyl [(cis-4^4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyQcarbamate 


334 (M + H) 


3 


1651 


[4-(4-Dimethylamino-pyrimidin-2-ylarnino)-cyclohexylmethyl]- 
carbamlc acid benzyl ester 


384 (M + H) 


3 


4 CCO 


nhonvi r^ri<5-44r4-^dimethvlamino)pyrimidin-2-y0amino} 
cyclohexyl)methyl]carbamate 


370 (M + H) 


3 


4 CCO 


/oc cDV9.ifinnroDvl-5-methvlcvclohexyl [(cis-4-{ 
[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methylJ- 

carbamate 


432 (M + H) 


3 


1654 


4-methyIphenyl[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]cart)amate 


384 (M + H) 


3 


1655 


methyl [(cis-4^4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)methyl]cart)amate 


308 (M + H) 


3 | 


1656 


2-chlorobenzyl[(cis-4K[4-(dimethylamino)pyrimidin-2-yl]ammo} 
cyclohexyl)methyl]carbamate 


A 4 Q fki • Ul\ 


0 


1657 


9H-fluoren-9-ylmethyl [(cis^[4-(dimethylamino)pyrimidin-2-yl] 
amino}cyclohexyl)methyl]cart3amate 


472 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


5 


1658 


2,2,2-trichloroethyl [(c^s-4^[4-(dimethylamino)pyrimidin-2-y!] 
amino}cyclohexyl)methyl]cart>amate 


424 (M + H) 


3 




1659 


N-(2-chlorophenyl)-N'-(cis-44[4-(dlmethylamino)- 

5 6,7 t 8-tetrahydroquina2olin-2-yl]amino)cyclohexyl)urea 


443 (M + H) 


3 


10 


1660 


N-lcis^^^dlmethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N , -(2,6-dimethylphenyl)urea 


437 (M + H) 


3 ! 




1661 


N-(2 > 4-difluorophenyl)-N l -(cis-4^[4-(dimethylamino)- 
5 ( 6,7 ( 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea 


445 (M + H) 


3 


15 


1662 


N-(cis-44[4-(dimethylamino)-5 l 6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N l -(2-ethyl-6-methylphenyl)urea 


451 (M + H) 


1 




1663 


ethyl N^(cis-44[4-(dimethylamino)-5,6 ( 7,8-tetrahydro-quinazolin- 
2-y0amino}cyclohexyl)amino]carbonyl)leucinate 


475 (M + H) 


3 


20 


1664 


N-Ccis^-i^-tdimethylajmlnoJ-S.ej^-tetrahydroquinazoltn^-yl] 
amino}cyclohGxyl)-N'-(4-fluorophenyl)urea 


427 (M + H) 


2 




1665 


N-tcis^^-tdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N44-(methylthlo)phenyl]urea _J 


455 (M + H) 


3 


25 


1666 


N-icis^^-CdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N'-[2-(trifluoromethyl)phenyl]urea 


477 (M + H) 


3 




1667 


N-tcis^^-CdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyI)-N'-mesltylurea 


451 (M + H) 


1 


30 


1668 


N-(cis-4H[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N'-(2-methylphenyl)urea 


423 (M + H) 


3 




1669 


N-(cis-44[4-(dimethylamino)-5 p 6,7,8-tetrahydroquinazolin-2-yl] 
aminoJcyclohexyO-N'^^.e-trichlorophenyOurea 


511 (M + H) 


2 




1670 


N-lcis^^dimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N*-(2,4,6-tribromophenyl)urea 


642 (M + H) 


1 


35 


1671 


N-(2 l 4-dibromo-6-fluorophenyl)-N , -(cis-4-{[4-(dimethylammo)- 
S.e.fs-tetrahydroquinazolin^-yllaminolcyclohexyOurea 


583 (M + H) 


2 




1672 


N-(2 l 6-diethylphenyl)-N , -(cis-44[4-(dimethylamino)- 
5,67,8-tetrahydroqu[nazolin-2-yl]amino}cyclohexyl)urea 


465 (M+ H) 


1 


40 


1673 


N-(2-chloro-6-(trifluoromethyl)phenyl]-N , -(cls-4-[4-(dimethyl 
{amino)-5,67,8-tetrahydroquin^^ 


511 (M + H) 


3 




1674 


N-(2<3hloro^-methylphenyl)-N'-(cis^[4-(dimethylamino)- 
S.ej.B-tetrahydroquinazolin^-yllaminoJcyclohexyOurea 


457 (M + H) 


3 


45 


1675 


N-(2-chlorobenzyl)-N'-(cis-44[4-(dimethylamino)- 
5,6 l 7 l 8-tetrahydroquina2olin-2-yl]amino}cyclohexyl)urea 


457 (M + H) 


2 




1676 


N-Ccis^^-CdimethylaniinoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N , -(2-ethyl-6-lsopropylphenyl)urea 


479 (M + H) 


2 


50 


1677 


N-fcis^^tdimethylaniinoJ-S.ej^tetrahydroquinazolin^-yl) 
amino}cyclohexylVN'-(2-ethylphenyl)urea 


437 (M + H) 


2 




1678 


N-(cis^[4-(dimethylaniino)-5 ( 6,7,8-tetrahydroquinazolin-2-ylJ 
amino}cyclohexyl)-N'-(2-iodophenyl)urea 


pnc /KM • i-4\ 


q 

w 


55 


1679 


N-Ccis^^-CdimethylaminoJ-S.ey.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N'-(2-isopropyl-6-methylphenyl)urea 


465 (M + H) 


2 
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w 



15 



1680 
1681 
1682 
1683 
1684 
1685 



20 



25 



1686 
1687 
1688 
1689 
1690 



30 



1691 
1692 



35 



40 



45 



50 



55 



1693 
1694 
1695 
1696 
1697 

1698 

1699 
1700 



N-(ci3-4^4-(dimethylamino)-5,6,7.8-tetrahydroquinazolin-2-ylJ 
amin o}cyclohexyl)-N , -(2-l8opfopylphenyl)urea 

N-(cte^[4-(dlmethylamino)-5,6,7,8-tetrahydroqulnazolln-2-yl] 
afnlno}cyeloh exyl)-N'-(2-methyl-3-nltrophenyl)urea 

N-tcls^tA-tdlmethylamlnoJ-S.ej.B-tetrahydroquinazolin^-yll 

amino} cyclohexyl)-N'-(2-propylphenyl)urea 

N-(2-tert-butyl-6-methylphenyl)-N'-(cis-4-{[4-(dimethylamino)- 
5.6.7.8-tetrahydroq uinazolin-2-yqamino)cyclohexyl)urea 

N-(2-tert-butylphenyl)-N'-(cis-4-^ 
5.6,7,8-tetrahydroquln a2olin-2-yqamino}cyclohBxyl)urea 

N-(3-chloro-2-methylphenyl)-N'-(cls^[4-(dimethylamino)- 
5.6.7.8-tetrahydrogulnazolln-2-yqamino)cyclohexyl)urea 



N-(4-bromo-2,6-difluorophenyl)-N'-(ci8-4-{t4-(dimethylamino)- 
5,6.7.8-tetrahydroqui nazolln-2-yqamino}cyclohexyl)urea 

N-[4-chloro-2-(trtfluoromethyl)phenylhN'-(cis-4-{[4-(dimethyl- 
amlno)-S,6 ,7,8-tetfahydroqulnazolln-2-yl1amlno)cyclohexyl)urea 

N-(4^anophenyl)^(cls^[4-(dimethylamino)- 
5.6.7,8-tetrahydroqui nazolin-2-yl]amino}cyclohexyl)urBa 

N-(cis-4H[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
aml no)cyclohexyl)-N'-(diphenylmethyl)urea 

N-(4-bromo-2.6-dimethylphenyl)-N'-(cis-4-{[4-(dimethylamlno)- 
S,6,7,8-tetrahydroquinazolln-2-yl)amino)cyclohexyl)urea 



N-(cls-4^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
ami no)cyclohexyl)-N l -(3-methyl-5-phenylisoxazol-4-yl)urea 

N-(ci8-44[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
aminolcyclohexyp-N'-IS-methyl^-ttrtfluoromethyD-S-furyll-urea 



N-(2-bromophenyl)-N'-(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinaz olin-2-yllamino)cyclohexyl)urBa 

N-biphenyl-2-yl-N'-(cls-4-{[4-(dimethylamino)- 
5,6,7,8-tetrah ydroquinazolin-2-yqamino}cyclohexyl)urea 

N-butyl-N'-(cis-4^4-(dimethylamino)- 
5.6,7,8-tetrahydroquin azolin-2-yqamino}cyclohexyl)urea 

N-(cis-4H[4-(dimethylamino)-5,6,7,B-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N l -(2,3-dimethylphenyl)urea 

ethyl 3-({[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydro- 
quinazolin-2-yl]amino}cyclohexyl)amlno]carbonyl}amino)- 

benzoate 

N-Ccls^^-tdlmethylamlnoJ-S.ej.S-tetrahydroquinazolin-a-yl] 
amino}cyclohexyl)-N'-[1 -(3-isopropenylphenyl)-1 -methyl-ethyl]- 

urea 

methyl N-{[(cis-44[4-(dimethylamino)-5,6,7,8-tetrahydro- 
quinazol in-2-yl]amino}cyclohe)(yl)amlnoJcart)onyl}methioninate 

N-(cis-4H[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N'-1-naphthylurea 



451 (M + H) 
468 (M + H) 
451 (M + H) 
479 (M + H) 
465 (M+H) 
457 (M + H) 



523 (M + H) 
511 (M + H) 
434 (M + H) 
499 (M + H) 
515 (M + H) 



490 (M + H) 
481 (M + H) 



487 (M + H) 
485 (M + H) 
389 (M + H) 
437 (M + H) 
481 (M + H) 



479 (M + H) 
459 (M + H) 



3 
T 
3 
2 



3 

T 

T 
T 
T 



1 

T 



3 

~3~ 

3 
3 

T 



3 

T 
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5 


Ex. No. | 

1701 


compound name 

N-(ci8-4^4-(dimethylamino)-5,6.7.8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N , -[(2S)-2-phenylcyclopropyl]urea 


MS [ 

449 (M + H) ! 


class 

I 




1702 


N-(cle^[4-(dimethylamino)-6 I 6 1 7,8-tetrahydroqulnazolin.2-ylJ 
amlno}cyclohexyl)-N'-(4-phenoxyphenyl)urea 


501 (M + H) 


Q I 

3 ' 


10 


1703 


N-(cls-4^4-(dlmethylamino)-5 1 6 > 7 1 8-tetrahydroqulnazolin-2-yll 
aminolcyclohexyO-N'-pentylurea 


403 (M+H) 






1704 


N-(cis-^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
aminojcyctohexyQ-N'-II-d-naphthyDethyQurea 

methyl N-«(cis-4-{l4-(dimethylamino)-5,6,7,8-tetrahydro- 
quina2olin-2-yl]amino}cydohexyl)amino]carbonyl }• 


AQ7 (KA — H\ 

4o/ + nj 
495 (M + H) 


1 
3 


13 


1705 





25 



30 



40 



45 



50 



55 





phenylalaninate 






1706 


N-(ci6-4M[4-(dimethylamino)-5,6.7,8-tetrahydroquinazolin-2-yll 

amino}cyclohexyl)-N'-(1-phenylethyl)urea 

1[4-(4-Dimethylamino-5,6 > 7,8-tetrahydro-quinazolin-2-ylamino)- 
cyclohexyQ-3-(1 -phenyl-ethyl)-urea 


*K3/ \M + it) \ 


3 | 






3" 


1707 




1708 


N-(cls^[4-(dlmethylamlno)-5,6 ( 7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N , -(2,3,5,6-tetrachloro P henyQurea 


545 (M + H) | 


3 


" 1709 


N-(2 4-dibromophenyl)-N'-(cis-4-([4-(dimethylamino)- 
5 6 7 8-tetrahydroquinazolin-2-yl]amino)cyclohexyl)urea 


565 (M + H) 


O 

1 


| 1710 


N-(2 4-dichlorobenzyl)-N'-(cis-4-{l4-(dlmethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-ynamino)cyclohexyl)u^Ba 




2 1 


1711 


N-(2 4-dimethoxyphenyl)-N'-(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-ylIamino)cyclohexyl)urea 

N-(cis-4H[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-ylJ 
amlno}cyclohexyl)-N'-(2-ethoxyphenyl)urea 


acq (KA j. \4\ 


2 ! 




453 (M + H) 


2 


1712 




1713 


N-(cis-4H[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl) 
amlno)cyclohexyl)-N'-(2-fluorobenzyl)urea 


AAA (\t i U\ 


2 I 


1714 


N-(ci8^[4-(dimethylamino)-5,6 1 7,8.tetrahydroquinazolin-2-yl) 
a mlnolcvclohexyl)-N , -(2-methyM-nitrophenyl)urea 


•TWO ^Iwl » ' '/ 


; 3 I 


1715 


N-(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyO-N , -(2-methyl-S-nltrophenyl)ufea 


468 (M + H) 


1 3 


1716 


N-(ci3^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amlno)cyclohexyl)-N l -(2-methylbenzyl)urea 


437 (M + H) 


3 


1717 


N-(ci8-4-fl4-(dimethylamino)-5.6,7.8-tetrahydroquinazolin-2-yll 
aminoJcyclohexyO-N'^-nitrophenyOurea 


454 (M + H) 


| 3 


1718 


N-1 3-benzodioxol-5-yl-N'-(ci8-4-{[4-(dimethylamino)- 
5 6 7 8-tetrahydroquinazolln-2-yl]amino}cyclohexyl)urea 


453 (M + H) 


j 3 | 


1719 


N-tcis^K-tdlmethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amlno)cyclohexyl)-N , -(3,4,5-trimethoxyphenyl)urea 

N-(3,4-dimethoxypheny0-N'-(cls-44[4-(dimethylamino)- 
S,6,7,8-tetrahydroguinazolin-2-yl]amino)cyclohexyl)urea 


499 (M + H) 


1 1 


J 1720 


469 (M + H) 


I * 


1721 


N-(3-chloro-4-methoxypheny1)-N'-(cis-4-{[4-(dimethylamino)- 
5 6.7.8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)ufea 


473 (M + H) ~~ 


3 
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Ex. No. 


compound name 


MS 


class 


4 TOO 

1 722, 


[4-(dimethylamino)-5 t 6,7,8-tetrahydroquina2olln-2-yl]amino} 
cyclohexyl)urea 


556 (M + H) 


3 


1723 


N-(4-bromobenzyl)■N , -(c^s■4^[4-(dimethylamino)- 
5 ( 67,8-tetrahydroquinazolin-2-yI]amino}cyclohexyl)urBa 


501 (M + H) 


3 


1724 


N-(4-chloro-2-methylphenyl)-N'-(cls-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-ynamino)cyclohexyl)urea 


467 (M + H) 


2 


1725 


N-(cis^[4-(dimethy!amino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N , -(4-fluorobenzyl)urea 


441 (M + H) 


2 


1726 


N-tcis^^-tdimethylaminoJ-S^J.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N , -(4-methoxy-2H7iethylphenyl)urea 


453 (M + H) 


2 


1727 


N^S^hloro^^-dimethoxyphenyO-N'-tcis^-i^^dimethylamino)- 
5 t 6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea 


503 (M + H) 


1 


1728 


N-[1-(4-bromophenyl)ethyl]-N , -(cis-4-{[4-(djmethylamino)- 
S^J.S-tetrahydroqulnazolin^-yllaminoJcyclohexylJurea 


515 (M + H) 


2 


1729 


N-(4-bromo-2-methylphenyl)-N , -(c^s-4^t4-(dlmethylamino)- 
5 t 8,7,B-tetrahydroquina2olin-2-yl]amino}cyclohexyl)urea 


501 (M + H) 


2 


1730 


ethyl N4[(cis^[4-(dimethylamino)-5 ( 6 ( 7 ( 8-tetrahydro-quinazolin- 
2-yl]amino}cyclohexyl)amino]carbonyl}-phenyialaninate 


509 (M + H) 


3 


1731 


N-(2,3-dihydro-1 t 4-benzodioxin-6-yl)-N , -(cls-4-{[4-(dimethyl- 
aminoJ-S.e^.S-tetrahydroquinazolin^-yllaminoJcyclohexyOurea 


467 (M + H) 


3 


1732 


N-(2,6-diDrorrio-4-isopropyipnenyi;-iN -^cis-*f u** luiniouiyioiiuiiu/ 
S^y.S-tetrahydroquinazolin^-yllaminoJcyclohexylJurea 


607 (M + H) 


3 


1733 


N-p-CcydopentyloxyJ-A-methoxyphenylJ-N'-tcis^ 
^-(dUTietnyiarninoj-o.o,/ ,0-ieiranyaroquinazuiin-* yijaminuj 
cyclohexyl)urea 


523 (M + H) 


3 


1734 


N-(3,4-dinycirD-2n- 1 .o-Denzoaioxepirw-yij-ni 
[4.(dlmethylamino)-5 t 67 ( 8-tetrahydroquinazolin-2-yl]amino} 

cyclohexyl)urea 


481 (M + H) 


3 


1736 


N-(4-butyl-2-methylphenyl)-N l -(cis^[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea 


479 (M + H) 


3 


1736 


N^cis^^dlmethylaminoJ-S^J.B-tetrahydroquinazolin^-yl] 
aminoJcyclohexyO-N'-tS-methyl-S-phenyllsoxazoW-ylJurea 


490 (M + H) 


1 


1737 


N-(4-bromophenyl)-N'-(cis-44[4-(dimethylamino)- 
5,6 l 7 1 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


503 (M + H) 


3 


1738 


N-(4-cyanophenyl)-N'-(cls-4-{[4-(dimethylamlno)- 
5,67,8-8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


450 (M + H) 


3 


1739 


N-(2,4^lchlorophenyl)-N , -(cis^-{[4-(dimethylamino)- 
S.e^.S-tetrahydroquinazolin^-yllaminolcyclohexyOthiourea 


493 (M + H) 


3 


1740 


N-(2 > 4-dimethoxyphenyl)-N'-(cis^[4-(dimethylamino)- 
S.e/.B-tetrahydroquinazolin^-yllaminolcyclohexylJthiourea 


485 (M + H) 


1 


1741 


N-tcis^^^dime^laminoJ-S^J^-tetrahydroquinazolin^-yl) 
amino}cyclohexyl)-N'-(2 t 6-dimethylphenyl)thiourea 


453 (M + H) 


3 


1742 


N^cis^^dimethylaminoJ-S.ey.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N'-(2-ethyl-6-isopropylphenyl)thiourea 


495 (M + H) 


3 
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Ex. No. 



1743 
1744 
1745 
1746 
1747 
1748 



compound name 



1749 
1750 



N-(cis-4^4-(dimethylamino)-5 > 6,7.a-tetrahydroquinazolin-2-yl] 
amino}cyc lohexyl)-N'-(2-methoxyphenyl)thiourea 

N-(cl8-4H[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amlno}cyclo hexyl)-N'-1-naphthylthlourea 

N-(cis^[4-(dlmethylamlno)-5,6,7 1 8-tetrahydroquinazolln-2-yl] 
amlno}c yclohexyl)-N , -(3,4,5-trimethoxyphenyl)thiourea 

N-ta^-dimethoxyphenyO-N'-tcis^K-tdimethylamino)- 
5.6.7.8-tetrahydro quinazolin-2-yqamino}cyclohexyl)thiourea 

N-[4-(dimethylamino)-1-naphthyl]-N'-(cis-4-{[4-(dimethylamino)- 
S,6,7,8-tetrahy droquinazolin-2-yllamino}cyclohexyl)thiourea 

N-(ci3-4^4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N l -(2-ethylphenyl)thiourea 



N-(cls-4^t4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
am ino}cyclohexyl)-N , -(2-methoxy-4-nltrophenyl)ttiiourea 

N-(cis-4-{[4.(dimethylamino)-5 1 6 1 7 I 8-tetrahydroquinazolin-2-yl] 
amlno}cyclohexyl)-N , -(2-methoxy-5-methylphenyl)thlourea 



1751 



1754 
1755 
1756 



1757 
1758 



1759 



1760 



1761 



1762 



1763 
1764 



N-(4-bromo-2-chlorophenyl)-N'-(cl8^[4-(dimethylamlno) 
5.6.7.8-tetrahydroquinazolin-2-yqamlno}cyclohexyl)thiourea 



N-tcis^^-tdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}c yclohexyl)-N , -(4-iodophenyl)thlourea 

N-(cis-4-{[4-(dimethylamino)-5,6.7,8-tetrahydroquina2olin-2-yl] 
aminoIcyclohexyO-N'^^.e-tribromophenyOthiourea 



N-tcis^-tdimethylaminoJ-S.e^.S-tetrahydroquinazolin^-yl] 
amln olcyclohexyO-N-^^.e-trtohlorophenyQthiourea 

N-(cis-^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-ylJ 

amlno}cyclo hexyl)-N'-mesltylthlourea 

N-(cis^[4-(dimethylamino)-5 1 6 > 7 > 8-tetrahydroquina2olin-2-yll 
amlno}cyclohexyl)-N'-(2,4-dimethylphenyl)thlourea 



N-(2,6-diethylphenyl)-N'-(cis-4^4-(dlmethylamino)- 
5.6.7.8-tetrahydtD quinazolin-2-yl]amino}cyclohexyl)thlourea 

N-(2-bromo-4-methylpheny0-N , -(cis-4-{[4-(dlmethylamino)- 
5.6.7.8-tetrahydroquinazolin-2-yl1amlno)cyclohexyl)thlourea 



N-(2-chlorobenzyl)-N'-(ci3-4-{[4-(dimethylamino)- 
5.6.7.8-tetrahydroqulnazolln-2-yl]amino)cyclohexyl)thiourea 



N-(cis-4H[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino1cvclohexyn-N , -(2-ethyl-6-methylphenyl)thiourea 



N-(ci8-4^[4-(dimethylamino)-5,6 1 7,8-tetrahydroquinazolin-2-yl] 
amino)cvclohexyl)-N'-(2-lsopropylphenyl)thlourea 



methyl 3-({[(cis-4-{t4-(dlmethylamino)- 
S.e/.B-tetrahydroquinazolin^-yllaminolcyclohexyOamino] 

carbonothloyl)amino)-benzoate 



N-(4-bromo-2,6-dimethylphenyl)-N'-(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydro qulnazolln-2-yl1amlno)cyclohexyl)thiourea 

N-(4-bromo-2-methylphenyl)-N'-(cis-4^4-(dimethylamino)- 
S.6.7.8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 



MS 

455 (M + H) 

475 (M + H) 
515 (M + H) 
485 (M + H) 
518 (M + H) 
453 (M + H) 



500 (M + H) 
469 (M + H) 



537 (M + H) 
551 (M + H) 
658 (M + H) 



527 (M + H) 
467 (M + H) 
453 (M + H) 
481 (M + H) 
517 (M + H) 



473 (M + H) 



467 (M + H) 



467 (M + H) 



483 (M + H) 

531 (M + H) 
517 (M + H) 
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Ex. No. 

1765 

1766 
1767 
1768 
1769 



compound name 

N-[4-brcmo-2-(trifluoromethyl)phenyll-N'-(ci8^ 
^-(dimethylaminoJ-S.e^.B-tetrahydroquinazolin^-yllamino} 

cyclohexyQ -thlourea _______ 

N-(4-chloro-2-methylphenyl)-N'-(cls-M[4-(dlmethylamino)- 
5.6,7,8-tetrahydroqu lnazolin-2-yl]amino}cyclohexyl)thiourea 

N-(cis-^[4-(dimethylamino)-5,6 1 7,8-tetrahydroquinazolin-2-yl] 

amino}c yclohexyl)-N'-(1 -naphthylmethyl)thiourea 

N-(2,3-dimethoxybenzyl)-N , -(cis-4^4-(dimethylamino)- 
5,6,7,B-tetrahydro quinazolin-2-yl]amlno}cyclohexyl)thiourea 

N-(ci8^[4-(dlmethylamino)-5,6.7,8-tetrahydroquinazolin-2-yll 
amino}cyclohexyl)-N'-(2,4,5-trlmethylphenyl)thiourea 



MS 

571 (M + H) 

473 (M + H) 
489 (M + H) 
499 (M + H) 
467 (M+H) 



1770 
1771 



1772 
1773 



1774 

1775 
1776 
1777 
1778 
1779 



1780 



N-biphenyl-2-y1-N'-(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroqu inazolin-2-yl]amlno}cyclohexyl)thiourea 

N-(cis-44[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amlno}cyclohexyl)-N , -(2-methyl-4-nltrophenyl)thloufea 



N-(3-chlorobenzyl)-N'-(cis^[4-(dimethylamlno)- 
5,6,7,8-tBtrahydroquina zolin-2-yl]amino}cyclohexyl)thiourea 

ethyl 3-({[(cis-4-{[4-(dImethylamino)-5,6,7.B-te1rahydroquinazolln- 
2-vllamino)cyclohexyl)amino]carbonothloyl}amlno)-benzoate 



N-[4-chloro-2-(trifluoromethy0phenyl]-N'-(cis-4-{ 
[4-(dimethylamino)-5,6,7.8-tetrahydroquina2olin-2-yl]amino} 

cyclohexyQ-thiourea 

N-(cis-4H[4-(dimethylamino)-5,6,7.8-tetrahydroquinazolin-2-yl] 
amlno)cyclo hexyl)-N l -(4-fluoro-2-methylphenyl)thlourea 

N^cis^^-tdimethylamlnoJ-S.ej.S-tetrahydroquinazolin^-yl) 
amlno}cycloh exyl)-N'-(4-methoxy-2-methylphenyl)thiourea 

N-tS-chloro^^-dimethoxyphenyO-N'-tcis^^-tdimethylamino) 
5,6,7,8-tetrahyd roquinazolin-2-yl]amino)cyclohexyl)-thiourea 

N-(cis-44[4-(dimethylamino)-5,6,7.8-tetrahydroquinazolin-2-yl] 

aminolcyc lohexyQ-N'-Ctl R)-1 -phenylethyl)thiourea 

N-(cis^[4-(dimethylamino)-5 > 6,7.8-tetrahydroquinazolin-2-yl) 
amino}cyclohexyl)-N , -(2,3-dlmethylphenyl)thiourea 



N-(2,4-dibromo-6-fluorophenyl)-N'-(ci8-4-{[4-(dimethylamino)- 
S.6.7.8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 



501 (M + H) 
482 (M - H) 



473 (M + H) 
497 (M + H) 



527 (M + H) 

457 (M + H) 
469 (M + H) 
519 (M + H) 
453 (M + H) 
453 (M + H) 



599 (M + H) 



1781 



N-(2,4-dichloro-6-methylphenyl)-N'-(cis-4-{[4-(dimethylamino)- 
S,6,7,8-tetrahydroqulnazolln-2-yl]amlno)cyclohexyl)thiourea 



507 (M + H) 



1782 



1783 



1784 



N-(cis-4^4-(dimethytamlno)-5 1 6,7,8-tetrahydroquinazolin-2-yl] 
amino)cyclohexyl)-N , -(2-ethoxyphenyl)thiourea 



N^cis^^-tdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino)cyclohexyl)-N'-(2-isopropyl-6-methylphenyl)thiourea 



N-(2,3-dihydro-1.4-benzodioxin-6-yl)-N'-(cis^ 
^-(dimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yllamino} 

cyclohexyl)thiourea 



469 (M + H) 



481 (M + H) 



483 (M + H) 



1785 



N-1,3-ben20dioxol-5-yl-N'-(cis-4-{[4-(dimethylamino)- 
5.6.7.8-tetrahydroguinazolln-2-yllamino)cyclohexyl)thlourea 



469 (M+H) 
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Ex. No. 


compound name 


MS 


class 


5 


1786 


N^^hloro-a-methylphenyO-N'-lcls^K-tdimethylamino)- 
5,67,8-tGtrahydroquinazolin-2-yl]amino}cycIohexyl)thiourea 


473 (M + H) 


3 




1787 


N-^-bromo^-ttrifluoromethoxyJphenyll^'-tcis^H^td^ 61 ^ 1 - ■ 
aminoJ-S.ej.S-tetrahydroquinazolin^-yllaminoJ-cyclohexyl)- 

thiourea 


587 (M + H) 


2 


10 


1788 


N-(4^hloro-2,5-dimethoxyphenyl)-N , -(cis-4-{[4-(dimethylamino)- 
5 6 7,8-tBtrahydroquinazolin-2-yl]aminoJcyclohexyl)-thlourea 


519 (M + H) 


2 




1789 


N-(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
aminolcyclohexyO-N'^S-methyl-S-phenyllsoxazol^-ylJ-thiourea 


506 (M + H) 


3 


15 




1 -Bicyclo[2.2. 1 ]hept-2-yl-3-[4-(4-dimethylamino- 
S.e^.B-tetrahydro-quinazolin^-ylamlnoJ-cydohexyll-thiourea 


443 (M + H) 


3 




1791 


methyl 3-({[(cis-4-{[4-(dimethylamino)-5 f 6,7.8-tetrahydro- 

auinazolin-2-vllamino)cyclohexyl)amino}cart)onothloyl]arnino) 

-4-methylthiophene-2-carboxylate 


503 (M + H) 


3 


20 


1 fo£, 


methvl 3-«rfcis-4-{r4-(dimethylamino)-5 l 6,7 > 8-tetrahydro- 
quinazolin-2-yl]amino ) cyclohexyl)amino]cart)onothioyl}amino)- 
thiophene-2-carboxylate 


489 (M + H) 


3 


25 


1793 


N-(4-butyl-2-methylphenyl)-N , -(cis^[4-(dimethylamino)- 
S.e^.S-tetrahydroquinazolin^-yllamino ) cyclohexyl)thiourea 


495 (M + H) 


3 




1794 


N-CS.S-dichlorophenyO-N'-tcis^-iK-Jdimethylamino)- 
5,67,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea 


477 (M + H) 


i 3 


30 


1795 


N-(2 t 3-dichlorophenyl)-N , -(cis-4-{[4-(dimGthylamino)- 
5 6,7,8-tetrahydroquinazolin-2-y0amino)cyclohexyl)urea 


477 (M + H) 


2 




1796 


N-(cis-4^[4-(dimethylamino)-5,67,8-tetrahydroquina2olin-2-yl] 
amino}cyclohexyl)-N , -(4-methylphenyl)urea 


423 (M + H) 


2 


35 


1797 


N-(2,6-diisopropylphenyl)-N , -(cis-4-{[4-(dimethylamino)- 
5,6 ( 7,8-tetrahydroquinazolin-2-yl]amino)cyclohexyl)urea 


493 (M + H) 


2 




1798 


N^cis^K-tdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
aminoJcyclohexyO-N'^.S-dimethyl-e-nitrophenyOurea 


482 (M + H) 


3 


40 


1799 


N-(2,6-dibromo-4-fluorophenyl)-N , -(cis-4-{[4-(dimethylamino)- 
S^^.S-tetrahydroquinazolin^-yQaminolcyclohexyOurea 


583 (M + H) 


3 




1800 


N-(2,6-dichlorophenyl)-N , -(cls-4-{[4-(dimethylamin 

5 6 7 f 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea 


477 (M + H) 


3 


45 


1801 


N-tcis^^^dimethylarninoJ-S.ej.S-tetrahydroquinazolm^-yl] 
amino}cyclohexyl)-N , -(2-methoxy-5-methylphenyl)urea 


453 (M + H) 


3 




1802 


N-tcis^^^dimethylaminoJ-S.ej^-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N , -(2-methyl-6-nitrophenyl)urea 


468 (M + H) 


3 


50 


1803 


N-CS^-difluorophenyO-N'-tcis^^-tdimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea 


445 (M + H) 


3 




1804 


N-CS.S-difluorophenyO-N'-tcis^^-fdimethylamino)- 
5 |6| 78-tetrahydroquinazoljn-2-yl]amino}cyclohexyl)urea 


445 (M + H) 


3 


55 


1805 


N-tS-chloro^fluorophenyO-N'^cis^-i^-fdimethylamino)- 
S.ej.S-tGtrahydroquinazolin^-yGamlnoJcyclohexyOurea 




3 




1806 


N-tS-acetylphenyO-N'-tcis^^-tdimethylamino)- 
5,673-tetrahydroquinazolln-2-yl]amino}cyclohexyl)urea 


451 (M + H) 


3 
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Ex. No. 


compound name 


MS 


Cl888 


5 


1807 


N-l-adamantyl-N'-tcis^-iK-tdimethylamino)- 
5 ( 6,7,8-tetrahydroquinazoIin-2-yl]amino}cyclohexyl)urBa 


467 (M + H) 


3 




1808 


N-(4-acetyIphenyl)-N , -(cis-4-{[4-(dimethylamino)- 
S.ej.S-tetrahydroquinazolln^-yqamlnoJcyclohexylJurea 


451 (M + H) 


3 


10 


1809 


N-{[(cls-4-{[4-(dimethylamino)-5 l 6 l 7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)aminolcarbonyl}benzamide 


437 (M + H) 


3 




1810 


N-(tert-butyl)-N'-(cis-4-{[4-(dimethylamino)- 
S.e^.S-tetrahydroquinazolin^-yllaminoJcyclohexyOurea 


389 (M + H) 


3 


15 


1811 


N-p.S-blsttrifluoromethyOphenyll-N'-lcis^^-tdimethylamino)- 
S.ey.S-tetrahydroquinazolin^-yqaminoJcyciohexyOurea 


545 (M + H) 


3 




1812 


N-benzyl-N'-(cls-4-{[4-(dimethylamino)- 
S.e^^-tetrahydroquinazolin^-yllaminoJcyclohexyOurea 


423 (M + H) 


3 


20 


1813 


N-(4-bromophenyl)-N , -(cis-4^4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohe)(yl)urea 


487 (M + H) 


3 




1814 


N-(3-chlo^ophenyl)-N , -(cis-4^[4-(dimethylamino)- 
S.ej.S-tetrahydroquinazolin^-yllaminoJcyclohexylJurea 


443 (M + H) 


3 


25 


1815 


N-(4-chlorophenyl)-N'-(cis^[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea 


443 (M + H) 


3 




1816 


N-cyclohexyl-N'-(cis-4-{[4-(dimethylamino)- 

5 6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea 


415 (M + H) 


3 


30 


1817 


N-tS-cyanophenyO-N'-tcis^^^-fdimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea 


434 (M + H) 


3 




1818 


N-tS^-dichlorophenyO-N^^is^Mf^fdimethylamino)- 
5 p 6,7,8-tetrahydroquinazoljn-2-yl]amino}cyclohexyl)urea 


477 (M + H) 


3 


35 


1819 


N-(2 > 4-dichlorophenyl)-N , -(cls-4-{[4-(dimethylamino)- 
sej^-tetrahydroquinazolin^-yllaminoJcyclohexyOurea 


477 (M + H) 


3 




1820 


N-(2 1 6-difluorophenyl)-N , -(cis-4-{[4-(dimethylamino)- 
S.ej.S-tetrahydroquinazolin^-yllaminoJcyclohexylJurea 


445 (M + H) 


3 




1821 


N-(2,5-dichlorophenyl)-N , -(cis-4-{[4-(dimethylamino)- 
5,6,7 t 8-tetrahydroquinazoIin-2-yl]amino}cyclohexyl)urea 


477 (M + H) 


3 


Aft 


1822 


ethyl N^(cte-4^4-(dimethytamino)-5 l 8,7 i 8-tBtrariydroquina2olin- 
2-yl]amino}cyclohexyl)amino]carbonyl}glycinate 


419 (M + H) 


3 




1823 


ethyl 4-({[(cis-4-{[4-(dimethylamino)-5,67,84etrahydroquinazolin- 
2-yl]amino}cyclohexyl)amino]carbonyl}amino)-benzoate 


481 (M + H) 


3 




1824 


N-(cis-44[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N , -(4-ethylphenyl)urea 


437 (M + H) 


3 




1825 


N^cis^^-tdimethylarninoJ-S.e^.B-tetrahydroquinazolin^-yl] 
aminoJcyclohexyO-N'-ethyiurea 


361 (M + H) 


3 


50 


1826 


N-(cis^[4-(dimemylamino)-5,6 l 7,8-tetrahydroquina20lin-2-yl] 
aminoJcyclohexyO-^^-fluoro-S-nitrophenylJurea 


472 (M + H) 


3 




1827 


N-(cis-4^[4-(dimethylamino)-5 > 6 l 7.8-tetrahydroquinazolin-2-yl] 
aminoJcyclohexyO-N'-CS-fluorophenyOurea 




3 


55 


1828 


N-tcis^^^dimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N'-(2-fluorophenyl)urea 


427 (M + H) 


3 
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1829 



compound name 



N-(ci8-4-([4-(dimethylamino)-5,6,7,B-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N'-(4-teopropylphenyl)urea 



MS 



451 (M + H) 



1830 



N-(ci8-4H[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N'-lsopropylurea 



375 (M + H) 



10 



1831 



N-(ci8-4H[4-(dimethylamlno)-5,6,7>8-tetrahydroqulnazolln-2-yl] 
amlno)cyclohexyl)-N , -(4-m8thoxyphenyl)urea 



439 (M + H) 



1832 
1833 
1834 
1835 
1836 



1837 



1838 



1839 
1840 
1841 
1842 
1843 



1847 



1848 



N-(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolln-2-yl] 
ami no}cyclohexyl)-N , -(4-methyl-2-nitrophenyl)urea 

N-(cis-4-{[4-(dimethylamino)-5.6 1 7 1 8-tetrahydroquinazolin-2-yl] 
amino c yclohexyl)-N'-(2-methoxyphenyi)urea 
N-tcis^-i^fdimethylaminoJ-S.SJ.S-tetrahydroquinazolin^-yl] 
amlno} cyclohexyl)-N'-(3-methoxyphenyl)urea 
N-(cis-4-{[4-(dimethylamino)-5,6 1 7,8-tetrahydroquinazolin-2-yl] 
amlno)c yclohe)(yl)-N , -(4-m8thoxybenzyl)urea 
N-(ci8^[4-(dimethylamino)-5,6,7 1 8-tetrahydroquinazolin-2-yl] 
amlno)cyctohexyl)-NX3-methylbenzyl)urea 



N-tcis^-tdimethylamlnoJ-S.ej.B-tetrahydroquinazolin^-yll 
aminoJcyclohexyO-N'-propylurea 



N-(cis^[4-(dimethylamino)-5,6 l 7,B-tetrahydroquinazolin-2-ylJ 
amino)eyclohexyl)-N'-{3-(trifluoromethyl)phenyl]urea 



N-(cis-4H[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amlno }cyclohexyl)-N'-t3-(triethoxy8ilyl)propyl)urea 

N-(cis-4^4-(dimethylamino)-5.6,7,8-tetrahydroquinazolin-2-yl] 
amino cyclohexyl)-N'-(3-methylphenyl)urea 

N-(3-chloro-4-methylphenyl)-N'-(cis^[4-(dimethylamino)- 
5,6,7,8-tetrahy droqulnazolln-2-yl]amino}cyclohexyl)urea 

1-[4-(4-Dimethylamino-5,6 l 7 l 8-tetrahydro-quina2olin-2-ylamino)- 

cyclohexyl]-3-(1 -naphthalen-1 -yl-ethyl)-urea 

N-[2-(difluoromethoxy)phenyl]-N'-(cis-4-{[4-(dimethylamino)- 
5,6.7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea 



1844 methyl 2-({[(cls-4-{[4-(dimethylamino)-5,6,7,8-tetrahydro- 
quinazolin-2-yl]amino}cyclohexyl)amino]cart>onyl}amino)- 

benzoate 

1845 N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amlnolcyclo hexyQ-N'^-tmethylthiojphenyllurea 

1 848 N-(ci8-4^4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amlno)cyclohexyl)-N'-(2,4,5-trlchlorophenyl)urea 



N-tcis^KtdlmethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N'-(2,4-dimethylphenyl)urea 



N-(2 1 5-difluorophenyl)-N'-(cis-4H[4-(dimethylamino)- 
5,6 ( 7,8-tetrahydroquinazolln-2-yl]amino}cyclohexyl)urea 



468 (M + H) 
439 (M + H) 
439 (M + H) 
453 (M + H) 
437 (M + H) 



375 (M + H) 



477 (M + H) 



537 (M + H) 
423 (M + H) 
457 (M + H) 
487 (M + H) 
475 (M + H) 



467 (M + H) 

455 (M + H) 
511 (M + H) 



437 (M + H) 



445 (M + H) 



1849 



N-(2,5-dimethoxyphenyl)-N'-(cis-4-{[4-(dimethylamino)- 
5.6.7,8-tetfahydroqulnazolin-2-yllamlno}cyclohexyl)urea 



469 (M + H) 
437 (M + H) 



1850 



N-(ci8^[4-(dimethylamino)-5,6,7.8-tetrahydroquinazolin-2-yl] 
aminoJcyclohexyO-N'-^, S-dimethylphenyi) urea 



262 
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10 



15 



1851 
1852 
1853 

1854 
1855 

1856 



20 



25 



1857 

1858 
1859 



1860 



30 



1861 



35 



40 



1862 
1863 
1864 
1865 



(continued) 
compound name 



N-(2-benzylphenyl)-N'-(cis-4-{(4-(dimethylamino)- 
5,6 t 7 ( 8-tetrah ydroqulnazolin-2-yl]amino}cyclohexyl)urea 

N-(2-bromo-4,6-difluorophenyl)^ 
S^.r.S-tetrahydroqulnaz olln^-yllaminolcyclQhQxyOurea 

N-p-chloro^^trifluoromethyOphenylhN'^cls^ 
4-(dimethylaniino)-5,6,7 ( 8-tetrahydroquinazolin-2-yl]amino} 

cyclohexyl)-urea _ 

N-(2K:hloro-4-nitrophenyl)-N , -(cis-4-{[4-(dimethylamino)- l 
5 t 6 ( 7,8-tetrahydroquin azolin-2>yl]amino}cyclohexyl)urea 

N-[2-chloro-5-(trifluoromethyl)phenyl]-N , -(cls-4-{ 
[^(dimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yllamino) 

cyclohexyl)-urea 

N-(2-chloro-5-methylphenyl)-N , -(cis-4^4-(dimethylamino)- 
S^/.B-tetrahydroqulnazolln^-yOamino^clohexyQurea 



ethyl 2-({[(cls^-{[4-(dimethylamino)-5 ( 6,7,8-tetrahydro- 
quinazolin-2-yl]amino}cyclohexyl)amino]carbonyl}amlno)- 

benzoate 

N-(cis-^[4-(dimethylamino)-5 l 6,7 l B-tetrahydroquinazolin-2-yl] 
amlnolcyclohexyQ-N' ^-fluoro^-ttrifluoromethyOphenyil-urea 

N-(cis-4-{[4-(dimethylamino)-5,6 l 7 ( 8"tetrahydroquinazolin-2-yl] 
aminolcyclohexy^N'-^-fluoro-S^trifluoromethyQphenyll'Urea 



N-(ci6-4H[4-(dimethylarnino)-5 ) 6,7,8-tetrahydroquinazolin-2.yl] 
amino)cyclohexyl)-N , -(2-fluoro-5-methylphenyl)urea 



N-Ccis^^-CdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino)cyclQhexyi)-N'-(2-methoxy^nitrophenyl)urea 



N-tcis^^-tdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
am lno}cyclohexyl)-N , -(2-methoxy-5-nltrophenyl)urea 

N-tcis^^-tdimethylaminoJ-S.ej^-tetrahydroquinazolin^-yl] 
amino}cycl ohexyl)-N'-2-naphthylurea 
N-(ci3^[4-(dimethylamino)-5,6J,8-tetrahydroquinazolin-2-yl] 
amino}cycl ohexyi)-N , -(2-phenoxyphenyl)urea 

N-tcis^K-tdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
aminolcyclohexyQ-N'-p-tmethylthiojphenyllurea 



MS 

499 (M + H) 

523 (M + H) 
511 (M + H) 

488 (M + H) 
511 (M + H) 

457 (M + H) 



481 (M + H) 

495 (M + H) 
495 (M + H) 



441 (M + H) 



484 (M + H) 



484 (M + H) 
459 (M + H) 
501 (M + H) 
455 (M + H) 



1866 



45 



N-(cis.4^[4-(dimethylamino)-5,6,7 ^ 8-tetrahydroquina2olin-2-yl] 
amino}cyclohexyl)-N'- {3-[(trlfluoromethyl)thlo]phenyl}urea 



509 (M + H) 



1867 



1868 



50 



N-(3,4-dichlorobenzyl)-N'-^ 
5,6,7,8-tetrahydroquinazolin"2-yl]amino}cyclohexyl)urea 



N-p.S-dimethoxyphenyO-N'^ 
S.eJ.e-tetrahydroquinazolin^yllaminolcyclohexyOurea 



491 (M + H) 



469 (M + H) 



1869 



1870 



55 



N^cis^^^dimethylaminoJ-S^J.S-tetrahydroquinazolin^-yl] 
aminolcyclohexyQ-N'-tS.S-dimethylphenyljurea 



methyl 3-({[(cis-4-{[4-(dlmethylamino)- 
S^^.B-tetrahydroquinazolin^-yllamlnoJcyclohexyOammo] 

carbonyl}amlno)-benzoate 



437 (M + H) 



467 (M + H) 



263 
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(continued) 



Ex. No. I compound name 

1 871 | N-(cis-4H[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino)cy clohexyl)-N'-(3-ethylphenyl)urea 

1872 I N-(cis-4^4-(dimethylamino)-5,e,7,8-tetrahydroquina20lin-2-yl] 

amlnolcycloh exyO-N'-CS-fluoro-S-^tJpro" 181 ^ 1 ^" 6 ^ 11 '"^ 

1 873 | N-(ci8-4^4-(dimethylamlno)-5,6 1 7,8-tetrahydroquinazolin-2-yl] 
amlno)cy clohexyl)-N'-(3-fluorobenzyl)urea 

1 874 | N-(cis-4^4-(dimethylamino)-S,e,7,8-tetrahydroquinazolin-2-yl] 
ami no}cyclohexyl)-N'-(3-nltrophenyl)urea 

1875 | N-(cis-4^4-(dimethylamino)-5.6,7.8-tetrahydroquinazolin-2-yl] 
amino}c yclohexyl)-N'-(3-phenoxyphenyl)urea 

1878 I N-[4-(difluoromethoxy)phenyl]-N'-(ci8^[4-(dimethylamino)- 
5,6,7,8-tetrahydro quinazolin-2-yl]amlno}cyclohexyl)urea 

187 7 | butyl 4-({[(cte-4-{[4-(dimethylamino)-5,e,7,8-tetrahydroqulnazolin- 
2-vnamlno)cyclohexyl )amino]cart)onyl}amino)-benzoate 

1 878 | N-(ci6^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amlnoIcyclohexyO-N'-I^ftrffluoromethyOphenyllurea 



1879 I N-(cis-4-{[4-(dimethylamlno)-5 1 6,7.8-tetrahydroqulna2olln-2-yll 
amlnojcycl ohexyO-N'^-IttrifluoromethyQthlolphenyOurea 

1 880 I N-(cis-4-{[4-(dimethylamlno)-5 1 6 1 7,8-tetrBhydroquina2olin-2-yll 
amino}cyclohexyl)-N l -(4,5-dimethyl-2-nitro P henyl)urea 



MS 

437~(M + H) 

495 (M + H) 
441 (M + H) 
454 (M + H) 
501 (M + H) 
475 (M + H) 
509 (M + H) 
477 (M + H) 



509 (M + H) 



1881 I N-[4-(benzyloxy)phenyl]-N'-(ci8-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroguinazolin-2-yl1amino)cyclohexyl)urea 



1882 I N-(4-benzylphenyl)-N4cis-4-{[4-(dimethylamino)- 

S,6,7,8-tetrahyd roqulnazolln-2-yl]amlno}cyclohexyl)urea 

N-(4*romo-2-chlorophenyl)-N'-(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydrog ulnazolln-2-yl1amino)cyclohe)(yl)urea 

N-(4-bromo-2-fluorophenyl)-N , -(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl}amino}cyclohexyl)urea 



482 (M + H) 



515 (M+H) 



499 (M + H) 



521 (M + H) 
505 (M + H) 



1885 I N-(4-bromo-3-methylphenyl)-N , -(cls-4^4-(dlmetnylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea 



1886 I N-(4-chloro-2-nitrophenyl)-N'-(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroqu inazolln-2-yl]amino}cyclohexyl)urea 

1R87 I N-[4-chloro-3-(trifluoromethyl)phenyl]-N'-(cis-4-{ 

[4-(dimethylamino)-5,6 > 7,8-tetrahydroqulna2olin-2-yl]amlno} 

cyclohexyl)urea , 

1 888 | N-(cis-4-«4-(dimethylamino)-5,6,7 > 8-tetrahydroquinazolin-2-yl] 
amlno) cyclohexyl)-N , -(4-ethoxyphenyl)urea 

1869 | N -(cis^[4-(dimethylamino)-5 1 6,7.8-tetrahydroquinazolin.2-yl] 
amino}c yclohexyl)-N , -(4-fluoro-2-nitrophenyl)urea 

1890 | N-(cis-4{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino)cycl ohexyl)-N'-t4-fmoro-3-(trifluoromethyl)phenyl]-urea 

1 891 | N-(cis-4^t4-(dimethylamino)-5,6 1 7.8-tetrahydroquina2olin-2-yl] 
a mino}cyclohexyl)-N'-[4-(heptyloxy)phenyqurea 

1892 | N-(cis-4-{[4-(dimethylamino)-5 1 6 1 7.8-tetrahydroqulna20lin-2-yl] 
amino)cyclohexyl)-N , -(4-lodophenyl)urea 



501 (M + H) 



488 (M + H) 
511 (M + H) 

453 (M + H) 
472 (M + H) 
495 (M + H) 
523 (M + H) 
535 (M + H) 



264 
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1893 



compound name 



MS 



N-(cis-4-{[4-(dimethylamino)-5 1 6 l 7.8-tetrahydroquinazolln-2-yl] 
amino|cyclohexyl)-N , -(4-methoxy-2-nitrophenyl)urea 



484 (M + H) 



N-(cis-4-{[4-(dimethylamino)-5 > 6,7 1 8-tetrahydroquinazolin-2-yl] 
amlno)cyclohexyl)-N'-(4-methyl-3-nltrophenyl)urea 



468 (M + H) 



10 



N-(cis-4-{[4-(dlmethylamino)-5 1 6 1 7,8-tetrahydroqulnazolln-2-yl] 
amlno)cyclohexyl)-N'-(4-methylbenzyl)urea 



437 (M + H) 



1896 



N-(4-butoxyphenyl)-N'-(cis-4^4-(dimethylamino)- 
5.6.7.8-tetrahydroquinazolln-2-yqamino)cyclohexyl)urea 



481 (M + H) 



is 



1897 



N-(4-butylphenyl)-N'-(cis-4^4-(dimethylamino)- 
S,6,7,8-tetrahydroquinazolin-2-yl]amlno}cyclohexyl)urea 



465 (M + H) 



1 



N-biphenyl-4-y1-N4cis-4^4-(dimethylamino)- 
S.6.7.8-tetrahydroquinazolin-2-yllamlno}cyclohexyl)urea 



485 (M + H) 



20 



23 



30 



33 



11 
T900 

1901 



1902 
1903 
1904 
1905 
1906 
1907 



40 



45 



50 



1908 

1909 
1910 

1911 



1912 



N-(5-chloro-2-methoxyphenyl)-N'-(ci8-4-{[4-(dimethylamino)- 
5.6.7.8-tetrahydro guinazolin-2-yl1amlno)}cyclohexyl)urea 

N-(5-chloro-2-methylphenyl)-N'-(ci8-4-{[4.(dimethylamino) 
5.6.7.8-tBtrahydro guinazolln-2-yl1amlno)cyclohexyl)urea 

N-(5-chloro-2-nltrophenyl)-N'-(cis-4-{[4-(dimethylamino)- 
5.6.7,8-tetrahydroguinazolin-2-yl]amlno}cyclohexyl)urea 



55 



N-(ci3-4^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-ylJ 
amino}cy clohexyl)-N , -(5-fluoro-2-methylphenyl)urea 

N-(2]3-dihydro-1H-inden-5-yl)-N'-(cis-4-{[4-(dimethylamino)- 
5.6.7.8-tetrahydroq uinazolin-2-yqamino}cyclohexyl)urea 

N-(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 

amlno}c yclohexyl)-N'-9H-fluoren-2-ylurea 

N-(ci8-44[4-(dimethylamino)-5,6,7.8-tetrahydroquinazolin-2-yl] 

amin o}cyclohexyl)-N'-9H-fluoren-9-ylurea 

N-(cis^[4-(dlmethylamino)-5,6,7.8-tetrahydroquinazolin-2-yl] 
amin o}cyclohexyl)-N'-(2-phenylethyl)urea 

N-cyclopervtyl-N'-(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroguinazolin-2-yl]amlno}cyclohexyl)urea 



methyl 4-({[(cls-4H(4-(dimethylamino)- 
S.ey.S-tetrahydroquinazolin^-yllaminoJcyclohexyOamino] 

carbonyl}amino)-b enzoate 

N-(cis^[4-(dimethylamino)-5,6 ( 7,8-tetrahydroquinazolin-2-yl] 
amlno}cyclohexyl )-N , -t2-(trifluoromethoxy)phenyl)urea 

butyl 2-({[(cis-4-([4-(dimethylamino)-5 1 6 1 7>8-tetrahydro- 
qulnazolin-2-yl]amino}cyclohexyl)amlno]carbonyl}amlno)- 

benzoate 

dimethyl 5-({[(cis-4^4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-y0amino}cyclohexyl)amino] 

carbonyl}amino)-lsophthalate 



N-(cis-4^[4-(dimethylamino)-5 1 6 1 7.8-tetrahydroqui^azolin-2-yll 
amino)cvclohexyl)-N'-(4-(trifluoromethoxy)phenyl]urea 



473 (M + H) 
457 (M + H) 
488 (M + H) 



441 (M + H) 
449 (M + H) 
497 (M + H) 
497 (M + H) 
437 (M + H) 
401 (M + H) 



467 (M + H) 

493 (M + H) 
509 (M + H) 

525 (M + H) 



493 (M + H) 



265 
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Ex. No. 


compound name 


MS 


Ciaoo 


1913 


N-(cis-4Ht4-(dimethylamino)-5,6 l 7,8-tetrahydroquinazolin-2-yl] 
aminoJcyclohexylVN'^^^^-tetrafluoro^H-I.S-benzodioxin- 

6-yl)urea 


539 (M + H) 


3 


1914 


N-tcis^^tdlmethylamlnoJ-S.e^.B-tetrahydroquinazolln^-yl] 
amino}cyclohexyl)-N'-[2-(2-thienyl)ethyl]urea 


A ACk /ft 1 

443 (M + H) 


q 

w 


1915 


N-(2-cyanophenyl)-N , -(cis^[4-(dimethylamino)- 
S.ej.B-tetrahydroquinazolin^-yllaminoJcyclohexyOurea 


Ar*k A /ft J 1 J \ 

434 (M + H) 


O 

o 


1916 


N-tcis^W-tdimethylaminoJ^.ej.B-tetrahydroquinazolin^-yll 
amino}cyclohexyl)-N , -2-thienylurea 


415 (M + H) 


Q 

o 


1917 


N-(cis-4^[4-(dimethylamino)-5,6 f 7,8-tetrahydroquinazo!in-2-yl] 
amino}<^lohexyl)-N'^-thienyturea 


415 (M + H) 


A 

o 


1918 


N-(4-tert-butylphenyl)-N'-(cis-4-{[4-(dimethylamino)- 
5 6 7 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)urea 


465 (M + H) 


3 


1919 


N-Ccis^^^-tdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
aminolcyclohexyO-N'HS-phenyl^-thlenyOurea 


491 (M + H) 


3 


1920 


N-tcis^^^-tdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
aminolcyclohexylJ-N^ie-fluoro^H-I.S-benzodioxin-e-yOurea 


485 (M + H) 


3 


1921 


benzyl 4-({[(cis-4^4-(dimethylamino)-5,6,7 I 8-tetrahydro 
quinazolin-2-yl]amino}cyclohexyl)amino]carbonyl}amino)- 

piperidine-1 -carboxylate 


550 (M + H) 


3 


1922 


N-^tdimethylaminoJphenyll-N'-tcis^-fl^Cdimethylannino)- 
5 6 7 8-tetrahydroquinazolin-2-yl]amino)cyclohexyl)urea 


452 (M + H) 


3 


1923 


N-(2,6-dichloropyridin-4-yl)-N , -(cis-4-{[4-(dimethylamino}- 
5,6,7,8-tetrahydroquinazolin.2-yl]amino}cyclohexyl)urea 


478 (M + H) 


3 


1924 


N-(cis-4^[4.(dimethylamino)-5 l 673-tetrahydroquinazolin-2-yn 
aminolcyclohexylJ-N'-CS^-dimethylisoxazol^-yOurea 


428 (M + H) 


J 


1925 


N^S-acetylphenyO-N'-tcis^^^-fdimethylamino)- 

5 6 7 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


467 (M + H) 


3 


1926 


N-(4-acetylphenyl)-N , -(cis-4-{[4-(dimethylamino)- 

5 6 7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


465 (M - H) 


3 


1927 


N-P.S-bisttrifluoromethyOphenyll-N'-tcis^-i^-tdimethylamino)- 
5 6 7 8-tetrahydroquinazolin-2-y!]amino}cyclohexyl)-thiourea 


561 (M + H) 


3 


1928 


N-benzyl-N'-tcis^-J^-tdimethyiamino)- 
5,6 ( 7,8-tetrahydroquinazolin-2-yl]amino}cyclohGxyl)thiourea 


439 (M + H) 


A 

3 


1929 


N-lS-bromophenyO-N'-tcis^^^dimethylamino)- 

5 6 7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thlourea 


503 (M + H) 


3 


1930 


N-butyl-NXcis-4-{[4-(dimethylaminoV 
S^J.S-tetrahydroquinazolin^-yllaminoJcyclohexyOthiourea 


I 405 (M + H) 


3 


1931 


N-cyclohexyl-N , -(cis-4^[4-(dimethylamino)- 
S.eT.B-tetrahydroquinazolin^-yllaminolcyclohexyOthiourea 


431 (M + H) 


A 

3 


1932 


N-cyclopentyl-N -(cis-4-{[4-(aimetnyiamino;- 
S.e./.S-tetrahydroquinazolin-a-ylJaminoJcyclohexyOthiourea 


417 (M + H) 


3 


1933 


N-(3-chlorophenyl)-N'-(cis-4-{t4-(dimethylamino)- 
S.B./.B-tetrahydroquinazolin^-yllamino^lohexyOthiourea 


459 (M + H) ~" 


3 



266 
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Ex. No. 


compound name 


MS 


clasa 


1934 


N-(4-chlorophenyl)-N'-(cis^[4-(dlmethylamino)- 
5,6.7,8-tetrahydroguinazolin-2-yl]amino}cyclohexyl)thiourea 


ACQ (KA j. H\ 


3 


1935 


N-(2,5-difluorophenyl-N'-(ci8-4-{[4-(dimethy1amino)- 
5,6,7,8-tetrahydroqulna2olln-2-yl]amlno}cyclohexyl)thlourea 


461 (M + H) 


Q 


1936 


N-(2,5-dichlorophenyl)-N , -(cls-4-{[4-(dlmethylamlno)- 
5,6,7,8-tetrahydroqulnazolin-2-yllamino}cyclohexyl)thiourea 


Ann iki i Ul\ 

493 (M + n) 


3 


1937 


N-(3Adlchlorophenyl)-N4cis^-{[4-(dime%lamino)- 

5 6 7 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


493 (M + n) 


q 


1938 


N-(2,6-dichlorophenyl)-N , -(cis-4-{[4-(dimethylamino)- 

5 6 7 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


4AA /II . LJ\ 

493 (M + n) 


q 


1939 


N-(cis^[4-(dimethylamino)-5.6,7.8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N'-(4-ethoxyphenyl)thiourea 


469 (M + n) 


q 


1940 


N-tcis^^-tdimettiylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N , -(2-furylmethyl)thiourea 


429 (M + H) 


q 


1941 


N-(ci8^[4-(dimethylamino)-5.6 1 7,8-tetrahydroquinazolin-2-yl] 
amino}cyctohexyl)-N'-(4-fluorophenyl)thiourea 


a An /hi U \ 

443 (M + n) 


o 


1942 


N-tcis^-i^^dimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyctohexyl)-N'-hexylthiourea 


433 (M + H) 


3 


1943 


N-(cis-44[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N44-(tran8-4-propylcyclohexyl)phenyl]- 

thiourea 


549 (M + H) 


3 


1944 


N-(ci8-^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N'-isobutylthiourea 


JAP l|| 1 l\ 

405 (M + H) 


q 


1945 


N-tcis^^-ldimethylaminoJ-S.e^.S-tetrahydroquinazolin^-yl] 
aminoJcyclohexyO-N'^-methoxybiphenyl-S-yOthiourea 


rr\A /|| 1 IV 

531 (M + H) 


o 


1946 


N-(1,3-benzodioxol-5-ylmethyl)-N*-(cis-4-{[4-(dimethylamino)- 
5 6 7 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


483 (M + H) 


Q 


1947 


N-lcis^^-fdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N'-(3-methylphenyl)thiourea 


439 (M + H) 


Q 


1948 


N-tcis^^-tdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N'-[4-(methylthio)phenylJthiourea 


A^A /II U \ 

471 (M + H) 


Q 

o 


1949 


N-(cis-4H[4-(dimethylamino)-5,6,7,8-tetrahydroquina20lin-2-yll 
amino}cyclohexyl)-N'-(4-methoxyphenyl)thiourea 


453 (M - H) 


q 


1950 


N-(ci8-44[4-(dimethylamino)-5,6 1 7 1 8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N'-(2-methylprop-2-en-1-yl)thiourea 


403 (M + H) 


q 


1951 


N-tcis^-i^-tdimethylaminoJ-S.ey.S-tetrahydroquinazolin^-yll 
amino}cyclohexyl)-N'-methylthlourea 


363 (M + n) 


o 


1952 


N-(cis-44[4-(dlmethylamino)-5,6,7 1 8-tetrahydroquinazolin-2-yll 
amino}cyclohexyl)-N'-(3-nitrophenyl)thiourea 


470 (M + n) 


q 


1953 


N-(cis^[4-(dimethylamino)-5,6 1 7.8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N'-(4-nitrophenyl)thiourea 


470 (M -l- n) 


q 


1954 


a.i / i~ a txA /^i^atKi/iaminM.^ fi 7 8-tetrahvdroauinazolin-2-vl] 
N-(cis-4^[4-(dirnGinyfamino/-0|Cj,f ,o icuanyui w^uinc«.wmi /«j 

amino}cyclohexyl)-N'-(1 ,1 ,3,3-tetramethylbutyl)thiourea 


461 (M + H) 


3 


1955 


N-(cis-4^[4-(dimethylamino)-5,6 1 7 1 8-tetrahydroqulnazolin-2-yl] 
amino}cyclohexyl)-N'-phenylthiourea 


" 425 (M + H) 


3 
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compound name 


MS 


class 


5 


1956 


N^cis^-i^-ldimethylaminoJ-S.SJ.S-tetrahydroquinazolin^-yl] 
aminoJcyclohexyO-N'-propylthiourea 


391 (M + H) 


3 




1957 


N-(cis^[4-(dimethylamino)-5,6 p 7 1 8-tetrahydroquinazolin-2-yl] 
amlnoJcyclohexyO-NHa-CtrtfluoromethyOphenyllthiourea 


493 (M + H) 


3 


10 


1958 


N-(cis-4-{[4-(dlmethytamino)-5,6 l 7 l 8-tetrahydroqulnazo!in.2-yl] 
aminolcyclohexyO-N'^tetrahydrofuran^-ylmethyOthiourea 


433 (M + H) 


3 




1959 


N-(ci8^[4-(dimethylamino)-5,6,7 l 8.tetrahydroquinazolin-2-yl] 
amino}cyciohexyl)-N'-(4.methylphenyl)thiourea 


_ 439 (M + H) 


3 


13 


1960 


N-(ci8-M[4-(dimethylamino)-5,6,7,8-tetrahydroquinazohn-2-yl] 
amino}cyclohexyl)-N , -(2-methylphenyl)thiourea 


439 (M + H) 


3 




1961 


N-Ctert-butyO-N'-fcls^^-tdimethylamino)- 
5,6,7 l 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


405 (M + H) 


3 


20 


1962 


N-1 -adamantyl-N'-(cis^[4-(dimethylamino)- 
S.e^.S-tetrahydroquinazolin^-yqaminolcyclohexyOthiourea 


483 (M+H) 


3 




1963 


N-(2-bromophenyl)-N'-(ci8^[4-(dimethylamino)- 
S.e^.S-tetrahydroquinazolln^-yllaminolcyclohexyOthiourea ! 


503 (M + H) 


3 


25 


1964 


N-(2-chlorophenyl)-N , -(cls^[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


459 (M + H) 


3 




1965 


N-Jcis^^dimethylamjnoJ-S.ej.S-tetrahydroquinazolin^-yl) 
amino}cyclohexyl)-N , -(2-phenylethyl)thiourea 


453 (M + H) 


3 


30 


1966 


N-Ccis^^-tdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N , -(4-ethylphenyl)thiourea 


453 (M + H) 


3 


1967 


N-tcis^K-tdimethylaminoJ-S^J.S-tetrahydroquinazolin^-yl] 
aminoJcyclohexyO-N'-p-lmethylthioJphenyllthiourea 


471 (M + H) 


3 


OK 


1968 


N-(cis^[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N , -(2-(trlfluoromethoxy)phenyllthiourea 


509 (M + H) 


3 




1969 


N-(cis^[4-(dimethylamjno)-5,6,7,8-tetrahydroquinazolin-2-yl] 
aminoJcyclohexyO^N'-p^trifluoromethylJphenyllthiourea 


493 (M + H) 


3 




1970 


N-tcis^K-tdimethylaminoJ^^J.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N'-(2 t 3,4-trifluorophenyl)thiourea 


479 (M + H) 


3 


40 


1971 


N-(2,3-dlchlorophenyl)-N , -(cls-4-{[4-(dimethylamino)- 
S.ej.S-tetrahydroquinazolin^-yOaminoJcyclohexyOthiourea 


493 (M + H) 


3 




1972 


N-(2,4-dlfluorophenyl)-N'-(cis-4-{[4-(dimethylamino)- 
S.ej.S^etrahydroquinazolin^-yljaminoJcyclohexyOthiourea 


461 (M + H) 


3 


43 


1973 


N-(2 > 5-dimethoxyphenyl)-N , -(cis-4-{[4-(dimethylamino)- 
S.ej.S-tetrahydroquinazolin^-yllaminoJcyclohoxyOthiourea 


485 (M + H) 


3 




1974 


N-(2,6-dlfluorophenyl)-N , -(cjs-4^4-(dimethylamino)- 
S.ej.B-tetrahydroquinazolin^-yllaminoJcyclohexyOthiourea 


461 (M + H) 


3 


50 


1975 


N-(2-chloro-4.nitrophenyl)-N»-(cis-4-{[4-(dlmethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


504 (M + H) 


3 




1976 


N-p^difluoromethoxyJphenylJ-N^Ccis^^^dimethylamino)- 
5 ( 67 ( 8-tetrahydroquinazolin-2-yl]amino}cyciohexyl)thiourea 


491 (M + H) 


J 


55 


1977 


N-(cis^[4-(dimethytamino)-5,6,7,8-tetrahydroquinazolm-2-yl] 
Bmino}cyclohexyl)-N42-fluoro-5-(trifluoromethyl)phenyl]thiourea 


511 (M + H) 


3 
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compound name 


MS 


class 


1978 


N-(cis-4^[4-(dimethylamino)-5 l 6 J 7,8-tetrahydroquinazo^in-2-yl] 
amino Jcyclohexyl)-N , -(2-fluorophenyl)thiourea 


443 (M + H) 


3 


1979 


N-(cis^^[4-(dimethylarnino)-5,6,7 l 8■tetrahyclroquina2olin-2-yl] 
amlno}cyclohexyl)-N , -(2-lodophenyl)thlourea 


551 (M + H) 


3 


1980 


N-(cis^[4-(dlm0thylamino)-5,6 f 7,8-tetrahydroquina2olin-2-yl] 
amino}cyclohexyl)-N'-{3-[(trifluororTiethyl)thio]phenyl}thiourea 


525 (M + H) 


3 


1981 


N-tS.S-dlchlorophenylJ-N'-tcls^-lf^Jdimethylamino)- 
S.ey.S-tetrahydroquinazoIln^-ylJamlnoJcyclohexylJthiourea 


493 (M + H) 


3 


1982 


N^S^-difluorophenyO-N'-tcls^^-tdimethylamino)- 
S.e^^-tetrahydroquinazolin^-yJJaminoJcyclohexyOthiourea 


461 (M + H) 


3 


1983 


N^S-cyanophenylJ-N'^cis^f^^dimethylamino)- 
5,6,7,8-tetrahydroqu(na2olin-2-yl]amino}cyclohexyl)thiourea 


450 (M + H) 


3 


1984 


N-(cis^[4-(dimethylamino)-5,6,7i8-t©trahydroquinazolin-2-yl] 
amino}cyclohexyl)-N'-(3-fluorophenyl)thiourea 


443 (M + H) 


3 


1985 


N^cis^^-fdimethylarninoJ-S.ey^-tetrahydroquinazolin^-yl] 
aminolcvclohexvD-N'-^-lodoDhenvhthiourea 


551 (M + H) 


3 


1986 


N-fcls^^^dimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-NX3-methoxyphenyf)thiourea 


455 (M + H) 


3 


1987 


N-^^difluoromethoxyJphenyll-N'^cis^-^-tdimethylamino)- 
5 . 6 . 7. 8 -tBtrah vd ro a u i n azo 1 i n -2- vD am in olevcloh e wl fth 1 o u re a 

w l w l* I" IBM HI IJWI Vt^UII IB&WIII 1 Km J 1 JEM 1 III IV Jwjf WlWI ICAf llvUI wCt 


491 (M + H) 


3 


1988 


N-(cis-4-{[4-(dimethylamino)-5,6,7 ( 8-tetrahydroquinazolin-2-yl] 
aminolcvclohexvlVN'^-ftrifluoromethoxv^Dhenvllthiourefl 

UIIIIMWJWJVIVMUAJI^ 9 ^ |_ ^ ml II 1 M W 1 W II 1 wl| l Wilf J M 1 1 w 1 1 W II VI IIW U 1 wCI 


509 (M + H) 


3 


1989 


N^cis^^^dimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
ami noJcyclohexylJ-N'-^-ftrifluoromethylJphenyllthio urea 


493 (M + H) 


3 


1990 


N-(cis-4-{[4-(dimethylamino)-5 l 6 f 7 l 8-tetrahydroquinazoljn-2-yl] 
amino}cyclohexyl)-N , -{4-[(trlfluoromethyl)thio]phenyl}thlourea 


525 (M + H) 


3 


1991 


N-(4-bromo-2-fluorophenyl)-N'-(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


520 (M) 


3 


1992 


N-[4-chloro-3-(trifluoromethyl)phenyl]-N'-(cis-4-{ 

4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino} 

cyclohexyl)thiourea 


527 (M + H) 


3 


1993 


N-tcis^^-tdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
aminoJcyclohexyO-N'-K-fluoro-S-OrifluoromethylJphenylJthiourea 


511 (M + H) 


3 


1994 


N-fS-chloro^-methylphenyO-N'-fcis^K-tdimethylamino)- 
S.e^.S-tetrahydroquinazolin^-ylJaminoJcyclohexyl^hiourea 


473 (M + H) 


3 


1995 


N-bicyclop^.ljhGpt^-yl-N'-fcis^^fdimethylamino)- 
S.ej.e-tetrahydroquinazolin^ylJamlnoJcyclohexyOthiourea 


443 (M + H) 


3 


1996 


tert-butyl^-Hffcis^K-fdimethylaminoJ-S.e^.a-tetrahydro- 

quinazolin-2-yl]amino}cyclohexyl)amino]cart>onothioyl}amino) 

phenyljcarbamate 


540 (M + H) 


3 


1997 


N-p^S^-dimethoxyphenyOethylJ-N'^cis^^^dimethytamino)- 
S^^.S-tetrahydfoquinazolin^-ylJaminoJcyc/ohexyOthiourea 


513 (M + H) 


3 


1998 


N-[2-(4-chlorophenyl)ethyl]-N'-(cls-4-{[4-(dimethylamino)- 
S.e^.e-tetrahydroquinazolin^-yllamjnojcyclohoxyljthiourea 


487 (M + H) 


3 
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1999 
2000 



10 



2001 
2002 
2003 



13 



20 



25 



2004 
2005 
2006 
2007 
2008 



30 



2009 



35 



2010 



2011 



2012 



40 



2013 



(continued) 
compound name 



N-tcis-^-tdimethylaminoJ-S.ej.S-tetrahydroqulnazolin^-yl] 
amino}cycloh exyl)-N'-(2,3,4,S-tetrachlorophenyl)thiourea 

N-Ccis^^-tdimethylaminoJ-S.e.y.B-tetrahydroquinazolin^-yll 
amlno)cyclohexyl)-N'-(2,4,S-trtohlorophenyl)thlourea 



N-(cis-4^[4-(dlmethylamino)-5,6,7,8-tetrahydroqulnazolln-2-yl] 
amino} cyclohexyl)-N , -(2,4,6-trifluorophenyl)thlourea 

N-(2 1 6-diisopropylphenyl)-N , -(cis-4-([4-(dimethylamino)- 
5,6,7,8-tetrahydro qulnazolin-2-yl]amino}cyclohexyl)thiourea 

N-[2-chloro-5-(trifluoromethyl)phenyl)-N'-(cis-4-{ 
[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amlno} 

cyclohexyl)thiourea 



N-(cis-4H[4-(dimethylamino)-5 1 6 1 7,8-tetrahydroquinazolin-2-yl] 
amlno}cyclo hexyl)-N43-(methylthio)phenyl]thlourea 

N-(3,4-dtehlorobenzyn-N'-(cto-4H[4^^ 
S,6,7,8-tetrahydroqulna zolln-2-yQamlno}cyclohexyl)thlourea 

N-(3,5-dlmethoxyphenyl)-N'-(cis-4-{[4-(dimethylamino)- 
S,6,7.8-tetrahydroqu lna20lin-2-yqamino)cyclohexyl)thiourea 

N-(cte^[4-(dimethylamlno)-5 1 6,7.8-tetrahydroquina20lin-2-yl] 
a mlno}cyclohexyl)-N'-(3,5-dimethylphenyl)thlourea 

N-[3-(benzyloxy)phenyl]-N'-(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroqulnazolln-2-yqamino)cyclohexyl)thiourea 



S-^Kcis^-l^-tdimethylaminoJ-S.e/.S-tetrahydroquinazolln^-yl] 
amino)cyclohexyl)amino]carfaonothioyl}amino)ben2oicacld 



N-(3-chloro-4-methylphenyl)-N'-(cis^[4-(dimethylamino)- 
5,6,7,8-tetrahydroqulnazolln-2-yqamlno}cyclohexyl)thlourea 



N-(cis-4-{t4-(dlmethylamlno)-5 > 6,7.8-tetrahydroquina2olln-2-yl] 
amino}cyclohexyl)-N'-(3-phenylpropyl)thiourea 



N-[4-(diethylamino)phenyl]-N4cis-4^4-(dimethylamino)- 
5,6,7,B-tetrahydroquinazolin-2-yqamlno}cyclohexyl)thiourea 



ethyl 4-({[(cis-4-{[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin 
2-yl]amino}cyclohexyl)amino]carbonothioyl}amino)benzoate 



MS 

561 (M + H) 

527 (M + H) 



479 (M + H) 
509 (M+H) 
527 (M + H) 



471 (M + H) 
507 (M + H) 
485 (M + H) 
453 (M + H) 
531 (M + H) 



469 (M + H) 



473 (M + H) 



467 (M + H) 



496 (M + H) 



497 (M + H) 



2014 



N-(cis^[4-(dimethylamino)-5,6.7,8-tetrahydroquinazolin-2-yl] 
aminolcvclohexyl)-N41-(4-fluorophenyl)ethyllthlourea 



471 (M + H) 



45 



2015 



N-tcis^^-tdimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
aminoJcyclohexyO-N'^-fluorobenzyOthiourea 



457 (M + H) 



2016 



50 



2017 
2018 



2019 



55 



N-Ccis^-CdimethylaminoJ-S.e^.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N'-(4-lsopropylphenyl)thlourea 



N-tcis^^-tdimethylaminoJ-S.ej.S-tetrahydroqulnazolin^-ylJ 
amlnolcycloh exyO-N'^-methoxy^-nitrophenyOthiourea 

N-tcis^^-ldimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amino)cyclohexyl)-N'-(4-metho)(ybenzyl)thiourea 



466 (M) 
500 (M + H) 
469 (M + H) 



methyl 4-({[(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolln-2-yl]amino}cyclohexyl)amlno] 

carbonothioyl}amino)benzoate 



483 (M + H) 
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2020 

2021 



2022 
2023 
2024 



2025 



2026 



2027 



2028 
2029 
2030 



2031 



2032 
2033 
2034 
2035 
2036 
2037 
2038 
2039 
2040 



compound name 

N-(cis-4Mt4-(dimethylamino)-5,6,7 1 8-tetrahydroquina20lin-2-yl) 
amlno}c yclohexyl)-N , -(4-methyl-2-nltrophenyl)thioufea 

N-(ci6-4H[4-(dimethylamino)-5,6,7,8-tetrahydroquinazoiin-2-yl] 
amino}cyclohexyl)-N'-(4-methylben2yl)thlourea 



N-(4-butylphenyl)-N'-(cis^[4-(dimethylamlno)- 
S,6,7,8-tetrahydr oquinazolln-2-yl]amlno}cyclohexyl)thiourea 

N-(5<hloro-2-methoxypheriyl)^ 
5.6.7.8-tetrahydroqui nazolin-2-yqamino}cyclohexyl)thiourea 

N-(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
aminoIcyclohexyO-N'-CI-phenylethyQthiourea 



2041 



N-(ci8^[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
aminoIcyclohexyO-N'-tdiphenylmethyQthiourea 



N-cyclododecyl-N'-(ci8-4^4-(dimethylamino)- 
5.6.7,8-tetrahydroquinazolln-2-yqamino}cyclohexyl)thlourea 



N-(cyclohexylmethyl)-N"-(cis-4-{[4.(dimethylamino)- 
5,6.7.8-tetrahydfoqulnazolln-2-yl]amlno}cyclohexyl)thlourea 



N-cyclooctyl-N'^cls^^-tdimethylamino)- 
5,6,7,8-tetrahydrog uinazolin-2-yqamino}cyclohexyl)thiourea 

N-cyclopropyl-N'-(cis-4-{[4-(dimethylamino)- 
5,6.7,8-tetrahydroq uinazolin-2-yl1amlno)cyctohexyl)thiourea 

N-(cis-4H[4-(dimethylamino)-5,6.7,8-tetrahydroquinazolin-2-yl] 
amlnolcyclohexyl)-N , -(2,2-diphenylethyl)thiourea 



N-(ci8-4^[4-(dimethylamino)-5.6.7,8-tetrahydroquinazolin-2-yl] 
amlno )cyclohexyl)-N , -(2,3,5,6-tetrachlorophenyl)thlourea 

N-(2,4-dichlorobenzyl)-N , -(ci8-4-{(4-(dimethylamino)- 
5,6,7,8-tetrahyd roqulnazolln-2-yl]amlno}cyclohexyl)thiourea 

N-(2,5-dibromophenyl)-N , -(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahyd roquinazo[in-2-yllamino}cyclohexyl)thlourea 

N-[2-(2,5-dimethoxyphenyl)ethyl]-N , -(cls-4-{[4-(dimethylamino). 
S,6,7,8-tetrahyd roqulnazolin-2-yl]amino}cyclohexyl)thiourea 

N-(2-chloro-5-nitrophenyl)-N'-(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahy droquinazolln-2-yl]amlno}cyclohexyl)thiourea 

N-(2-cyanophenyl)-N'-(cis-4-{[4-(dlmethylamino)- 
5,6,7,8-tetrahyd roquina2olin-2-yl1amlno}cyclohexyl)thlourea 

N-tcis^^-tdimethylaminoJ-S.ey.B-tetrahydroquinazolin^-yl] 
amino}cyclohex yl)-N'-(2-fluorobenzyl)thiourea 

N-{[(ci8-4-{[4-(dimethylamino)-5,6,7.8-tetrahydroquinazolin-2-yl] 
amlno}cyclohex yl)amino]carbonothloyl}-2-fufamlde 

N-tcis^K-tdimethylaminoJ-S.ej.B-tetrahydroquinazolln^-yl] 
afnino}cyclo hexyl)-N'-(2-methoxy-S-narophenyl)thiourea 

N-(ci8-4^[4-(dimethytamino)-5,6,7,8-tetrahydroqui^azolin-2-yll 
amino}cyclohexyl)-N'-(2-methylbenzyl)thiourea 



N-(3.4-dimethoxybenzyl)-N'-(ci8-4-{[4-(dimethylamino)- 
5.67.8-tetrahydroquina2olin-2-yl1amlno}cyclohexyl)thiourea 



MS 

484 (M + H) 

453 (M + H) 



481 (M + H) 
489 (M + H) 
453 (M + H) 



515 (M + H) 



515 (M + H) 



445 (M + H) 



459 (M + H) 
389 (M + H) 
529 (M) 



561 (M + H) 
507 (M + H) 
581 (M + H) 
513 (M+H) 
504 (M + H) 
450 (M + H) 
457 (M + H) 
443 (M + H) 
500 (M + H) 
453 (M + H) 



499 (M + H) 
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compound name 


MS 


class 


2042 


N-(ci3-4^[4-(dimethylamino)-5 l 6 l 7 l 8-tetrahydroquinazolm-2-yl] 
aminoJcyclohexyO-N'-tS-GthylphenyOthiouroa 


453 (M + H) 




2043 


N-tcis^-J^^dimethylaminoJ-S^J.S-tetrahydroquinazolin^-yl] 
aminoJcyclohexyO-N'^S-fluorobenzyOthlourea 


457 (M + H) 


3 


2044 


N-(cis^[4-(dimethylamino)-5,6,7,8-tetrahydroqulnazolin-2-yl] 
aminolcyclohexyO-W-CS-methoxybenzyOthiourea 


469 (M + H) 


3 


2046 


N^cls^^^^dimethylaminoJ-S.ey.S-tetrahydroquinazolin^-yl] 
aminoJcyclohexylVN'-tS-methylbenzyOthiourea 


453 (M + H) 


3 


2046 


N-(4-bromo-3-chlorophenyl)-N'-(cis-4-{[4-(dimethy!amino)- 
5 6 7,8-tetrahydroquinazolln-2-yl]amino}cyclohexyl)thiourea 


537 (M + H) 


3 


2047 


N-(4-bromo-3-methylphenyl)-N , -(cls-4-{[4-(dimethylamino)- 
S.ej.e-tetrahydroquinazolin^-yllaminoJcyclohexyOthiourea 


517 (M + H) 


3 


2048 


N-(4-decylphenyl)-N'-(cis-4-{I4-(dimethylamino)- 
S.ey.e-tetrahydroquinazolin^-yOaminolcyclohexyOthiourea 


565 (M + H) 


3 


2049 


N-(cis-44[4-(dimethylamino^^ 
amino}cyclohexyl)-N , -[4-(4-nitrophenoxy)phenyl]thiourea 


562 (M + H) 


3 


2050 


N-tcis^^-tdirnethylamlnoJ-S.e^.B-tetrahydroqulnazolln^-yl] 
amino}cyclohexyl)-N'- (4-[(4-n»trophenyl)thio]phenyl)thiourea 


578 (M + H) 


3 


2051 


4-«[(cis^[4-(dimetty^ 

amino}cyclohexyl)amlno]carbonothioyl}amino)- 
benzenesulfonamide 


502 (M - H) 


3 


2052 


N-(cis-4-{[4-(dimethylamino)-5 ( 6 l 7 ( 8-tetrahydroquinazolin-2-yl] 
amino}cyclohGxyl}-N , -[2-(4-methylphGnyl)ethyllthlourea 


467 (M + H) 


3 


2053 


N-(cis^[4-(dimethylamino)-5,67,8-tGtrahydroquinazolin-2-yl] 
amino}cyclohexyl}-N'-(4-phenoxyphenyl)thiourea 


517 (M + H) 


3 


2054 


N-(2 > 3<lihydro-1H-inden-5-yl)-N , -(cis^[4-(dimethylamlno)- 
S.e^.S-tetrahydroquinazolin^-yllaminolcyclohexylJthiourea 


465 (M + H) 


3 


2055 


N-cycloheptyl-N^Ccis^-iK-tdimethylamino)- 
S.ej^-tetrahydroquinazolin^-yllaminoJcyclohexyOthiourea 


445 (M + H) 


3 


2056 


N^cis^K-tdimethylaminoJ-S.e^.S-tetrahydroquinazohn^-yl] 
aminoJcyclohexyO-N'-prop^-yn-l-ylthiourea 


387 (M + H) 


3 


2057 


N-(cis^[4-(dime%lamino)-5,6,7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-N44-(piperidln-1-ylsurfonyl)phenyl]-thiourea 


572 (M + H) 


3 


2058 


N-(2-cyclohex-1 -en-1 -ylethylJ-N'^cis^^K-tdlmethylamino)- 
S.ej^-tetrahydroquinazolin^-yllaminoJcyclohexyOthiourea 


457 (M + H) 


3 


2059 


N-(cis^[4-(dimethylamino)-5 ( 6 t 7,8-tetrahydroquinazolin-2-yl] 
amlno}cyclohexyl)-NX2,5-dimethylphenyl) thiourea 


453 (M + H) 


3 


2060 


N-(2-bromo-4^lsopropylphenyl)-N , -(cls-4-{[4-(dimethylamino)- 
S.e/.B-tetrahydroquinazolin^-yllaminoJcyclohexyOthiourea 


545 (M + H) 


3 


2061 


N-(2-bromo-5-fluorophenyl)-N , -(cis-4-{[4-(dimethylamino)- 
5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


521 (M + H) 


3 


2062 


N^cis^^-CdimethylaminoJ-S.ej.B-tetranyaroquinazoiin-^-yij 
amino}cyclohexyl)-N , -(2-methoxybenzyl)thiourea 


\ 469 (M + H) 


3 


2063 


N-tcis^^^dimethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amlnoJcycIohexyO-N'-tS^-dimethylphenylJthiourea 


453 (M + H) 


3 
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5 


2064 


N^cis^^-ldimethylaminoJ-S.e^^-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N , -(4-phenylbutyl)thiourea 




3 




2065 


N-(4-tert-butylphenyl)-N , -(ci6-4-{[4-(dimGthylamlno)- 

5 6 7 8-tetrahydroquina20lin-2-yl]amlno}cyclohexyl)thiourea 




3 


10 


2066 


N-CS-chloro^-fluorophenyO-N'-tcls^-lK^dimethylamlno)- 
5 6 7 8-tetrahydroquinazolin-2-yI]amino}cyclohexyl)thiourea 


477 (M + H) 


q 




2067 


N-blcyclo[2.2.1]hept-5-en-2-yl-N , -(cls-4-{[4.(dimethylamino)- 

5 6 7 8-tetrahydroquinazolin-2-yl]amino)cyclohexyl)thiourea j 


441 (M + rl) 


q 


15 


2068 


N-tcyclopropylmethyO-N^tcis^^^dimethylamino)- 

5 6 7 8-tetrahydroquinazolin-2-yl]amino)cyclohexyl)thiourea 


403 (M + H) 


3 




2069 


ethyl 2-({[(cls-4-{[4-(dimethylamino)-5 l 6 t 7.8-tetrahydroquinazolin- 

2-yl]amino}cyclohexyl)amino]carbonothioyl}amino)- 

4 5,6,7-tetrahydro-1 -benzothiophene-3-carboxylate 


557 (M + H) 


3 


20 


2070 


N-(2-bromo-4-fluorophenyl)-N'-(cls-4-{[4-(dimethylamino)- 
5 6 7 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


521 (M + n) 


q 




2071 


N-CSHChloro^fluorophenyO-N'-Ccls^^^-tdimethylamino)- 
5 6,7,8^tetrahydroquinazolin-2-yl]amino}cyclohexyl)thlourea 


4/7 (M + n) 


q 


25 


2072 


N44-(dimethylamino)phenyQ-NX^ 
S.ej.e-tetrahydrDqulnazolin^-yllaminolcyclohexyOthiourea 


468 (M + H) 


q 




2073 


N-[3-(diethylamino)propyl]-N'-(cis-4-{[4-(dimethylaniino)- 
5 6 7 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiour8a 


~" 462 (M + H) 


3 


30 


2074 


N-(ci3^[4-(dimethylamino)^ l 67.8-tetrahydroquinazohn-2-y« 
amino}cyclohexyl)-N , -(2-morpholin-4-yl8thyl)thiourea ^ 


462 (M+H) 


3 




2075 


N-lcis^H^-CdimethylaminoJ-S.ej.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N , -(4-phenanthro[9,1 0-d][1 ,3]oxazol- 
2-ylphenyl)thiourea : 


642 (M+H) 


3 


35 


2076 


N-(cis-4-{t4-(dimethylamino)-5 ( 6,7 > 8-tetrahydroqumazolin.2-yl] 
aminoJcyclohexyO-N'-pyridin-S-ylthiourea 


426 (M+H) 


3 


40 


2077 


N-(4-{(E)-[4-(dimethylamino)phenyl]diazenyl}phenyl)-N , -(cis-4-{ 
[^(dimethylaminoJ-S.ej^-tetrahydroquinazoljn^-yllamino) 

cyclohexyl)thiourea 


[ 572 (M+H) 


3 




2078 


N-(cis-4-{[4-(dimethylamino)-5 ( 6 I 7 > 8-tetrahydroquinazolin-2-yl] 
aminoJcyclohexyO-N'-tS-morpholin^-ylpropyinhiourea 


j ->n /LA . 1 IV 

476 (M + H) 


q 


45 


2079 


N-(4-chlorobenzyl)-N , -(cis-4H[4-(dimethylamino)- 

5 6 7 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thlourea 


473 (M + H) 


3 


50 


2080 
2081 


N-Jcis^^-tdjmethylaminoJ-S.ej.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)-N'-{4-[(E)>phenyldiazenyl]phenyl}thiourea 

" N-(cis-44[4-(dimethylamino)-5 ( 6,7 l 8-tetrahydroquinazolin.2-yl] 
amino}cyclohexyl)-N'-(2-piperidin-1-ylethyl)thiourea 


529 (M + H) 
460 (M + H) 


q 
q 




2082 


N-tcis^^-CdimethylaminoJ-S.ey^-tetrahydroquinazolin^-yl] 
amino}cycllohexyl)-N'-[4-(1 H-pyrazoM -yl)phenyl]thlourea 


A f\ U ill . 1 IX 

401 (M + H) 


q 


55 


2083 


N-2,1 jS-benzotniadiazoi-^-yi-iN -\cis *t u** juimouijiw ^ 

5 6 7 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)thiourea 


483 (M + H) 


3 




2084 


N-2 1 s-benzothiadiazol^-yl-N'-tcls^K-tdimethylamino)- 
5 6 7,84etrahydroqulnazolin-2-yl]amino}cyclohexyl)m 


483 (M + H) 


3 
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MS 
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5 


2085 


N-(ci8^[4-(dirnethylamino)-5 l 6 I 7.fl-tetrahydroquinazolin-2-yl] 
aminolcyclohexylJ-N'^S^-dimethyllsoxazol^yOthiourea 


AAA (Ki + U\ 


3 




2086 


N-(cis-44[4-(dimethylamino)-5,6 t 7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)-NH4-(1,3-oxazol-5-yl)phenyl]thiourea 


AQO {KA 4. hh 


3 


10 


2087 


N-tcis^^tdlmethylaminoJ-S.e^.S-tetrahydroquinazolin^-yll 
aminoJcyclohexylVN'-te-morphoIin^-ylpyridin-S-yOthiourea 


rii /mii i-n 
Di 1 + nj 


3 




2088 


N-tcis^^^-tdimethylaminoJ-S.ej.S-tetrahydroquinazoiin-z-yij 
amino}cyclohexyl)-N'-(6-phenoxypyridin-3-yl) thiourea 


c4o l\A j. 14\ 
O io v<VI + n J 


3 


15 


2089 


N-(2-chlorophenyl)-N'-(cls-44[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)urea 


4oq /KA _i_ W\ 


2 




2090 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-(2,6-dimethylphenyl)urea 


432 (M + nj 


3 


20 


2091 


N-(2 t 4-difluorophenyl)-N , -(cis^[4-(dimethylamino)quinolm-2-yl] 
amino}cyclohexyl)urea 


AAC\ /KA j_ U\ 

440 (Ivl + n; 


3 




2092 


N-(cis-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N , -(2-ethyl-6-methylphenyl)urea 


446 (M + n) 


o 

i 


25 


2093 


ethyl N-ff(cls-4-{[4-(dimethylamino)quinolin-2-yl]amlno) 
cyclohexyl)amino]carbonyl}leucinate j 


470 (M + n) 


3 

w 




2094 


N'-tcls^^-tdimethylaminoJquinolin^-yllaminoJcyclohexyl) 
-N'-(4-fluorophenyl)urea 


422 (M + n) 


w 


30 


2095 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N44-(methylthio)phenyQurea 


ACf\ /KM . LJ\ 

450 (M + n) 


3 




2096 


N-(ci8^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N42-(trifluoromethyl)phenyl]urea 


472 (M + n) 


3 




2097 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]an^lino}cyclohexyl)"N , - 
mesitylurea 


446 (M + nj 


1 


35 


2098 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-(2-methylphenyl)urea 


iin /k J . 

418 (M + nj 


Q 
w 




2099 


N-(cis^[4-(dimethylamino)quinolin-2-yf]amino}cyclohexyl) 
-N , -(2,4,6-trichlorophenyl)urea 


506 (Ivl + n; 


O 


40 


| 2100 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-(2,4,6-tribromophenyl)urea 


637 (M + nj 


1 




2101 


N-(2 f 4-dibromo-6-fluorophenyl)-N , -(cis-4-{[4-(dimethylamino) 
quinolin-2-yl]amino)cyclohexyl)urea 


578 (M + nj 


2 


45 


2102 


N-(2 l 6-diethylphenyl)-N , -(ds-4^[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)urea 


A&f\ IKA _i_ Ul\ 






2103 


N-[2-chloro-6-(trrfluoromethyl)phenyl]-N'-(cis-4-{ 
[4.(dimethy!amino)quinolin-2-yl]amino}cyclohexyl)urea 


506 (M + nj 


3 


50 


2104 


N-(2<hloro^-methylphenyl)-N*-(cls-44[4-(dlmethylamino) 
quinolin-2-yl]amino}cyclohexyl)urea 


452 (M + nj 


3 




2105 


N-(2-chlorobenzyl)-N -(cis-4-(l4-(aimeinyiamino;quinuiin * yu 
amino}cyclohexyl)urea 


452 (M + H) 


2 


55 


2106 


N-(cis^[4-(dimethylamino)quinolin-2-y0amino}cyclohexyl) 
-N'-(2-ethyl-6-isopropylphenyl)urea 


474 (M + H) 


2 
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MS 
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2107 


N-(ci3^[4-(dime*ylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-(2-ethylphenyl)urea 


432 (M + H) 


3 


2108 


N-(cis^[4-(dimemylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-(2-iodophenyl)urea 


530 (M + H) 


3 


2109 


N-(cis^[4-(dimethylamlno)qulnolln-2-y0amino}cyclohexyl) 
-N'-(2-isopropyl-6-methylphenyl)urea 


460 (M + H) 


2 


2110 


N-(cis-4-{[4-(dimethylamino)quinolin-2-y!]amino}cyclohexyl) 
-N'-(2-isopropylphenyl)urea 


446 (M + H) 


3 


2111 


N-(cis-4-{t4-(dimethylamino)quinolin-2-y0amino}cyclohexyl) 
-N'-(2-methyl-3-nitrophenyl)urBa 


463 (M + H) 


3 


2112 


N-(ci3^[4Hdimethylamino)quinolln-2-yl]amino}cyclohexyl) 
-N'-(2-propylphenyl)urea 


446 (M + H) 


3 


2113 


N-(2-tert-butyl-6-methylphenyl)-N , -(cis-4-{[4-(dimethylamino) 
quinolin-2-yl]amino}cyclohexyl)urea 


474 (M + H) 


1 


2114 


N-(2-tert-butylphenyl)-N , -(cis-4-{[4-(dimethylamino)quinolin-2-yl] 
ami nojcyclohexy l)urea 


460 (M + H) 


3 


! 2115 


N^S-chloro^-methylphenyO-N'-Ccls^^-Cdimethylamino) 
quinolin-2-yl]amlno)}cyclohexyl)urea 


452 (M + H) 


3 


2116 


N-(4-bromo-2,6-difluorophenyl)-N , -(cis-4-{[4-(dimethylamino) 
quinolin-2-yl]amino}cyclohexyl)urea 


518 (M + H) 


3 


2117 


N-^-chlo^-ftrifluoromethyOphenyll-N'-icis-^ 
[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)urea 


506 (M + H) 


3 


2118 


N-(4-cyanophenyl)-N , -(cis-4-{[4-(dimethylamino)quinolin-2-yl] 
amjno}cyclohexyl)urea 


429 (M + H) 


3 


2119 


N-(cis^[4-(dimethylam{no)quinolin-2-yl]amino}cyclohexyl) 
-N'-(diphenylmethyl)urea 


494 (M + H) 


2 


2120 


N-(4-bromo-2,6-dimethylphenyl)-N , -(cls-4-{[4-(dimethy!amino) 
quinolin-2-yl]amino}cyclohexyl)urea 


510 (M + H) 


1 


2121 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-(3-methyl-5-phenylisoxa2ol-4-yl)urea 


485 (M + H) 


2 


2122 


N-(cis-4-{[4-(dimethylamino)qulnolin-2-yl]amlno}cyclohexyl) 
-N'-p-methyl^-CtrifluoromethyO-S-furyllurea 


476 (M + H) 


3 


2123 


N-(2-bromophenyl)-N'-(ci3-4-{[4-(climethylamlno)quinolin-2-ya 
amino}cyclohexyl)urea 


482 (M + H) 


3 


2124 


N-biphenyl^-yl-N'^cis^-^-ldimethylaminoJquinolin^-yllamino} 
cyclohexyl)urea 


480 (M + H) 


3 


2125 


N-butyl-N'-tcls^^^dimethylaminoJquinolin^-yllamino} 
cyclohexyl)urea 


384 (M + H) 


3 


2126 


N-(cls-44[4-(dimethylamino)qulnolin-2-yl]amino}cyclohexyl) 
-N , -(2 > 3-dimethylphenyl)urea 


432 (M + H) 


3 


! 2127 


ethyt 3-({[(cis-4-{[4-(dimethylamino)qujnolin-2-yl]amino} 
cyclohexyl)aminoJcarbonyl}amino)benzoate 


476 (M + H) 


3 


2128 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-[1 -(3-i3opropenylphenyl)-1 -methylethyl]urea 


486 (M + H) 


3 
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2129 


methyl N-{[(cis-44[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)aminolcarbonyl}methioninate 


474 (M + H) 


3 


2130 


N•(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-N , • 
1-naphthylurea 


454 (M + H) 


1 


2131 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-[(2S)-2-phenylcyclopropyl]urea 


444 (M + H) 


3 


2132 


N-(cis^[4-(dimethylamjno)quinolin-2-yl]amino) cyclohexyl) 
-N'-(4-phenoxyphenyl)urea 


496 (M + H) 


3 


2133 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohe)cyl)-N , - 
pentylurea 


398 (M + H) 


3 


2134 


N-(cis-4^4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N*-[1 -(1 -naphthyl)ethyl]urea 


482 (M + H) 


1 


2135 


methyl N-{[(cls^[4-(dimethylamlno)quinolln-2-yl]amlno} 
cyclohexyl)amino]carbonyl}phenylalanlnate 


490 (M + H) 


2 


2136 


N-(cis^[4-(dimethylamlno)qulnolln-2-yl]amlno}cyclohexyl) 
-N'-(1-phenylethyl)urea 


432 (M + H) 


3 


2137 


1-[4-(4-Dlmethylamino-quinolln-2-ylamlno)-cyclohexyl]- 
3-(1 -phenyl-ethyl)-urea 


432 (M + H) 


3 


2138 


N-(cis^[4-(dimethylamino)qulnolln-2-yl]amino}cyclohexyl) 
-N , -(2 ( 3,5,6-tetrachlorophenyl)urea 


540 (M + H) 


3 


2139 


N-(2,4-dibromophenyl)-N , -(cis-4-{[4-(dlmethylamlno)quinolin-2-yl] 
amino}cyclohexyl)urea 


560 (M + H) 


3 


2140 


N-(2 l 4-dichlorobenzyl)-N , -(cis-4-{[4-(dimethylamlno)quinolln-2-yl] 
amlno}cyclohexyl)urea 


486 (M + H) 


3 


2141 


N-(2,4-dlmethoxyphenyl)-N'-(cis-4-{[4-(dimethylamino)quinolln- 
2-yl]amlno}cyclohexyl)urea 


464 (M + H) 


3 


2142 


N-(cis^[4-(dlmethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-(2-ethoxyphenyl)urea 


448 (M + H) 


3 


2143 


N-(cls-4^4-(dimethylamino)qulnolln-2-yl]amlno}cyclohexyl) 
-N , -(2-fluorobenzyl)urea 


436 (M + H) 


3 


2144 


N-(cis-4^4-(dimethylamino)quinolln-2-yl]amino}cyclohexyl) 
-N'-(2-methyl-4-nitrophenyl)urea 


463 (M + H) 


3 


2145 


N-(cls-4-{[4-(dimethylamino)qulnoHn-2-yl]amino}cyclohexyl) 
-N'-(2-methyl-5-nltrophenyl)urea 


463 (M + H) 


3 


2146 


N-(cls-4-{[4-(dimethylamlno)quinolln-2-yl]amino}cyclohexyl) 
-N'-(2-methylbenzyl)urea 


432 (M + H) 


3 


2147 


N-(cis^[4-(dlmethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-(2-nltrophenyl)urea 


449 (M + H) 


3 


2148 


N-1,3-benzodloxol-5-yl-N'-(cls-4-{[4-(dimethylamlno)qulnolln-2-yl] 
amino}cyclohexyl)urea 


448 (M + H) 


3 


2149 


N-(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-^AS-trimethoxyphenylJurea 


494 (M + H) 


1 


2150 


N-(3 t 4-dimethoxyphenyl)-N'-(cls^[4-(dimethylamlno)quinolin- 
2-yl]amlno}cyclohexyl)urea 


464 (M + H) 


3 
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2151 


N^S^hloro^methoxyphenyO-N'-lcis^^ldimethylamino) 
quinolin-2-yl]amlno}cyclohexyl)urea 


468 (M + H) 


3 


2152 


N-[4-bromo-2-(trifluoromethyl)phenyl]-N'-(ci8-4-{ 
[4-(dlmethylamino)quinolin-2-yl]amlno)cyclohexyl)urea 


550 (M + H) 


3 


2153 


N-(4-bromobenzyl)-N'-(cls^^[4-(dimethylamlno)quinolin-2-yl] 
amino}cyclohexyl)urea 


496 (M + H) 


3 


2154 


N-(4-chloro-2-methylphenyl)-N , -(cis-4-{[4-(dimethylamino) 
quinolin-2-yl]amino}cyclohexyl)urea 


452 (M + H) 


3 


2155 


N-(cis^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl) 
-N , -(4-fluorobenzyl)urea 


436 (M + H) 


3 


2156 


N-(cis^[4-(dimethylamino)quinolin-2-y0amino}cyclohexyl) 
-N l -(4-methoxy-2-methylphenyl)urea 


448 (M + H) 


3 


2157 


N-tS^hloro^^-dimethoxyphenyO-N'-fcis^^-fdimethylamino) 
quinolin-2-yl]amino}cyclohexyl)urea 


498 (M + H) 


1 


2158 


N-[1-(4^romophenyl)ethyq-N , -(cis^[4-(dimethylamino)quinolin- 
2-yl]amlno}cyclohexyl)urea 


510 (M + H) 


3 


2159 


N-(4-bromo-2-methylpheny0-N , -(cls-44[4-(dlmethylamino) 
quinolin-2-yl]amino}cyclohexyl)urea 


496 (M + H) 


2 


2160 


ethyl N-{[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)amino]carbonyl }phenylalaninate 


504 (M + H) 


3 


2161 


N-(2,3-dihydro-1,4-benzodioxin-6-yl)-N , -(cis^ 
[4-(dimethylamino)quinolin-2-yl]amino)cyclohexyl)urea 


462 (M + H) 


3 


2162 


N-(2,6-dibromo-4-isopropylphenyl)-N , -(cis-4-{[4-(dimethylamjno) 
quinolin-2-yl]amino}cyclohexyl)urea 


602 (M + H) 


3 


2163 


N-[3-(cyclopentylo)(y)-4-methoxyphenyl^N , -(cis-4^ 
[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)urea 


518 (M + H) 


3 


2164 


N^S^-dihydro^H-I.S-benzodioxepin^-yO-N'-tcis^-i 
[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)urea 


476 (M + H) 


3 


2165 


N-(4-butyl-2-methytphenyl)-N , -(cis^[4-(dimethylamino)quinolin- 
2-yl]amino}cyclohexyl)i»rea 


474 (M + H) 


3 


2166 


N-(cis^[4-(dime%lamino)qujnolin-2-yl]amino}cyclohexyl) 
-N'-(5-methyl-3-phenylisoxazol-4-yl)urea 


485 (M + H) 


3 


2167 


N-(4-bromophenyl)-N^cis^[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)thiourea 


498 (M + H) 


3 


2168 


N-(4^anophenyl)-N , -(cis-4-{[4-(dimethylamino)quinolin-2-yf] 
amino}cyclohexyl)thiourea 


445 (M + H) 


3 


2169 


N-(2,4-dichloroph0nyl)-N , -(cis-4^[4-(dimethylamjno)quinolin-2-yn 
amino}cyclohexyl)thlourea 


488 (M + H) 


3 


2170 


N-(2,4-dimethoxyphenyl)-N'-(cls-4-{[4-(dimethylamino)quinolin- 
2-yl]amino}cyclohexyl)thiourea 


480 (M + H) 


2 


2171 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N , -(2,6-dimethylphenyl)thlourea 


448 (M + H) 


3 


2172 


N-(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N , -(2-ethyl-6-isopropylphenyl)thiourea 


490 (M + H) 


3 
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MS 
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5 


2173 


N-(cis-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-^-methoxyphenyOthiourea 


4o0 \M + n) 


3 




2174 


N-(cis-44[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)-N'- 
1-naphthylthiourea 


A~7f\ /It J l Ul\ 

470 (PA + n; 


3 


10 


2175 


N-(cls^[4-(dlmethylamino)quinolin-2-yl]amino}cyclohe 
-N'-tS^.S-trimethoxyphenyOthiourea 


rin /LI . |_J\ 

510 (M + n) 


1 

1 




2176 


N-lS^-dimethoxyphenyO-N'-tcis^K-tdimethylaminoJquinohn. 
2-yl]amino}cyclohexyl)thiourea 


480 (M + n) 




15 


2177 


N-^^dimethylaminoJ-l-naphthyll-N'-tcis^-^-ldimethylamino) 
quinolin-2-yl]amino}cyclohexyl)thiourea 


r* 4 *s / ft J t l\ 

513 (M + H) 






2178 


N-(cls^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N'-(2-ethylphenyl)thiourea 


448 (M + H) 




20 


2179 


N-(2-chlorophenyl)-N , -(cis-4^[4-(dimethylamino)pyrimidin-2-y0 
amino}cyclohexyl)urea 


slftSt /ft ft 1 1 \ 

389 (M + H) 


J 




2180 


N-(cis-4H[4-(dimemylamino)pyrimidin-2-yl]amino}cycloh0xyl) 
-N'-(2,6-dlmethylphenyl)urea 


383 (M + H) 


J 


25 


2181 


N-(2,4-dmuorophenyl)-N'-(cis-4-{[4-(dlmethylamino)pyrimldin- 
2-yl]amino}cyclohexyl)urea 


AM J /ft J 1 |\ 

391 (M + H) 


o 




2182 


N-(cis-44[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N'-(2-ethyl-6-methylphenyl)urea 


397 (M + H) 


J 


30 


2183 


ethyl N-{[(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)amino]carbonyl}leucinate 


421 (M + H) 




2184 


N-(cis-4^[4-(dimethyla^1ino)pyrimidin-2-yl]amino}cyclohexyl) 
-N , -(4-fluorophonyl)urea 


373 (M + H) 


o 


35 


2185 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohGxyl) 
-N^[4-(methylthio)phenyQurea 


401 (M + H) 


o 
o 


2186 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N42-(trifiuoromethyl)phenyl]urea 


445 (M + Na) 


Q 

o 




2187 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-y0amino}cyclohexyl)-N , - 
mesitylurea 


397 (M + H) 


o 


40 


2188 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N'-(2-methylphenyl)urea 


369 (M + H) 


J 




2189 


N-(ci3-4M[4-(dimethylamjno)pyrimldin-2-yl]amino}cyclohexyl)- 
N'-(2,4,6-trichlorophenyl)urea 


457 (M + H) 


4 

1 


45 


2190 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N , -(2,4,6-tribromophenyl)urea 


588 (M + H) 


H 

1 




2191 


N-(2,4-dibromo-6-fluorophenyl)-N'-(cis-4-{[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)urea 


«- M A / ft ft 1 1 \ 

529 (M + H) 


4 

1 




2192 


N-(2,6-diethylphenyl)-N , -(ds-4H[4-(dimethylaniino)pyrimidin-2- yl] 
amino}cyclohexyl)urea 


411 (M + H) 


Q 

3 




2193 


N-p-chloro-e^trifluoromethyOphenyn-N'^cis^-f 
[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)urea 


457 (M + H) 


3 


55 


2194 


N-(2-chloro-6-methylphenyl)-N , -(cis-4-{[4-(dimethylamlno) 
pyrimidln-2-yl]amino}cyclohexyl)urea 


403 (M + H) 


3 
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2195 


N-(2K:hlorobenzyl)-N , -(cis^[4-(dimethylamjno)pyrimidin-2-yl] 
amino}cyclohexyl}urea 


403 (M + H) 


3 


2196 


N-(cls^[4-(dime%lamjno)pyrimidin-2-yl]amino}cyclohexyl)- 
N'-(2-ethyl-6-isopropylphenyl)urea 


447 (M + Na) 


3 


2197 


N-(cis-4-{I4-(dimethylaiTiino)pyrimidin-2-yl]amino}cyclohexyl) 
-N , -(2-ethylphenyl)urea 


383 (M + H) 


3 


\ 2198 


N-(cis-44[4-(dimethylamino)pyrimidin-2-yQamino}cyclohexyl) 
-N'-(2-iodophenyl)urea 


481 (M + H) 


3 


2199 


N-(cis-4-{[4-(dimethylaniino)pyrimidin-2-yl]anrijno}cyclohexyl) 
■N , -(2-isopropyl-6-methylphenyl)urea 


411 (M + H) 


3 


2200 


N-(cls-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N , -(2-isopropylphenyl)urea 


397 (M + H) 


3 


2201 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]aniino}cyclohexyl)- 
N'-(2-rnethyl-3-nitrophenyl)urea 


414 (M + H) 


3 


2202 


N-(cis^[4-(dimethyfamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N'-(2-propylphenyl)urea 


397 (M + H) 


i 3 


2203 


N-(2-tert-butyl-6-methylphenyl)-N , -(cls-4-{[4-(dimethylamino) 
pyrimidln-2-yl]amino}cyclohexyl)urea 


425 (M + H) 


3 


2204 


N-(24ert-butylphenyl)-N , -(cis^-{[4-(dimethylamino)pyrimidin-2-yl] 
amino}cyclohexyl)urea 


411 (M + H) 


3 


2205 


N-(3-chloro-2-methylphenyl)-N , -(cis-4^[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)urea 


403 (M + H) 


3 


2206 


N-(4-bromo-2,6-difluorophenyl)-N , -(cis-4-{[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)urea 


469 (M + H) 


3 


2207 


N-[4-chloro-2-(trifluoromethyl)phenyl]-N'-(cis^ 
[4-(dlmethylamino)pyrimldln-2-yl]amino}cyclohexyl)urea 


457 (M + H) 


3 


2208 


N-(4-cyanophenyl)-N'-(cis-4-{[4-(dimethy(amino)pyrimidin-2-yl] 
amino}cyclohexyl)urea 


380 (M + H) 


3 


2209 


N-(cis^[4-(djme%lamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N'-(diphenylmethyl)urea 


445 (M + H) 


1 


2210 


N-(4-bromo-2 ) 6-dimethylphenyl)-N , -(cis-4-{[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)urea 


461 (M + H) 


1 


2211 


N-(ci3-4^[4-(dimethylamino)pyrimjdln-2-yl]amino}cyclohexyl) 
-N'-^HTiethyl-S-phenylisoxazol^-yOurea 


436 (M + H) 


3 


2212 


N-(cis-4^[4-(dlmethylarriino)pyrimidin-2-yl]amino)cyclohexyl) 
-N'-[5-methyl-2-(trifluoromethyl)-3-furyl]urea 


427 (M + H) 


3 


2213 


N-(2-bromophenyl)-N , -(cis-44[4-(dimethylamino)pyrimidjn-2-yl] 
amino}cyc!ohexyl)urea 


433 (M + H) 


3 


2214 


N-biphenyl-2-yl-N'-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl] 
amino}cyc!ohexyl)urea 


431 (M + H) 


3 


2215 


N-butyl-N'^cls^-^^dimethylaminoJpyrimidin^-ylJamino) 
cyclohexyl)urea 


335 (M + H) 


3 


2216 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N , -(2,3-dimethylphenyl)urea 


383 (M + H) 


3 
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2217 


ethyl 3-({[(cis-4-{[4-(dimethylarnino)pyrimidin-2-yl]amino} 
cyclohexyl)amino]carbonyl}amino)benzoate 


427 (M + H) 


3 


2218 


N-(cis^[4-(dimethylamino)pyrimidln-2-yl]amino}cyclohexyl) 
-N'-[1 -(3-lsopropenylphenyl)-1 -methylethyl]urea 


437 (M + H) 


3 


2219 


methyl N-{[(cis-4-{[4-(dlmethylamlno)pyrimldln-2-yl]amino} 
cyclohexyl)amlno]carbonyl}methioninate 


425 (M + H) 


3 


2220 


N-(cis^^[4-(dlmethylamino)pyrimldln-2-yl]a^1ino}cyclohexyl)-N , - 
1-naphthylurea 


405 (M + H) 


3 


2221 


N-(cls^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N , -[(2S)-2-phenylcyclopropyl]urea 


395 (M + H) 


3 


2222 


N-(cis^[4-(dimethylarnino)pyrimidln-2-yl]amino}cyclohexyl) 
-N^-phenoxyphenylJurea 


447 (M + H) 


3 


2223 


N-(cls^^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)-N , - 
pentylurea 


349 (M + H) 


3 


2224 


N-(cis^[4-(dimethylamlno)pyrimldln-2-yl]amino}cycIohexyl) 
-N*-[1 -(1 -naphthyl)ethyl]urea 


433 (M + H) 


1 


2225 


methyl N-{[(cls-4-{[4-(dlmethylamino)pyrimldln-2-yl]amino] 
cyclohexyl)amlnoJcarbonyl}pheny!alaninate 


441 (M + H) 


3 


2226 


N-(cis^[4-(dimethylamlno)pyrimldin-2-yl]amlno}cyclohexyl) 
-N'-O-phenylethyOurea 


383 (M + H) 


3 


2227 


1-[4-(4-Dimethylamino-pyrimjdin-2-yl]amlno}-cyclohexyl]- 
3-(1 -phenyl-ethyl)-urea 


383 (M + H) 


3 


2228 


N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N , -(2 p 3 ) 5,6-tetrachlorophenyl)urea 


491 (M + H) 


3 


2229 


N-(2,4-dibromophenyl)-N , -(cis-4-{[4-(dimethylamino)pyrimidin- 
2-yl]amino}cyclohexyl)urea 


511 (M + H) 


3 


2230 


N-(2,4-dichlorobenzyl)-N , -(cls-4-{[4-(djmethylamino)pyrimjdin- 
2-yl]amino}cyclohexyl)urea 


437 (M + H) 


3 


2231 


N-(2,4-dimethoxyphenyl)-N'-(cis^[4-(dimethylamlno)pyrimldln- 
2-yl]amino}cyclohexyl)urea 


415 (M + H) 


3 


2232 


N-(cls-4-{[4-(dimethylamino)pyrimidln-2-yl]amlno}cyclohexyl) 
-N'-(2-ethoxyphenyl)urea 


399 (M + H) 


3 


2233 


N-(cls-4-{[4-(dlmethylamino)pyrimldin-2-yl]amlno}cyclohexyl) 
-N'-(2-fluoroben2yl)urea 


387 (M + H) 


3 


2234 


N-(cis-4-{[4-(dimethylamino)pyrimidin-2-y0amlno}cyclohexyl) 
-N'-(2-methyl-4-nitrophenyl)urea 


414 (M + H) 


3 


2235 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N'-(2-methyl-5-nltrophenyl)urea 


414 (M + H) 


3 


2236 


N-(cis^[4-(dimethylamino)pyrimldin-2-yl]amlno}cyclohexyl) 
-N'-(2-methylbenzyl)urea 


383 (M + H) 


3 


2237 


N-(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N*-(2-nitrophenyl)urea 


400 (M + H) 


3 


2238 


N-I.S-benzodioxol-S-yl-N'-Ccis^^^dimethylamlnoJpyrimidin- 
2-y0amino}cyclohexyl)urea 


399 (M + H) 


3 
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2239 


I N-(cis^^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl) 
| -N l -(3,4 t 5-trimethoxyphenyl)urea 


445 (M + H) 


1 


2240 


I N-(3 l 4-dimethoxyphonyl).N , -(cis-4^[4-(dimethylamino)pyrimidin- 
J 2-yl]amino}cyclohexyl)urea 


| 415 (M + H) 


I 3 


2241 


I N-(3-chloro-4-methoxyphenyl)-N'-(cls-4-{[4-(dimethylamlno) 
| pyrimidin-2-yl]amino}cyclohexyl)urea 


419 (M + H) 


3 


2242 


I N-[4-bromo-2-(trifluoromethyl)phenyl]-N-(cis-4-{ 

I [4-(dimethylamino)pyrimjdin-2-yl]amino}cyclohexyl)urea 


501 (M + H) 


j 3 


2243 


I N-(4-bromobenzyl)-N , -(cis^^[4-(dimethylamino)pyrimidin-2-yl] 
amino}cyclohexyl)urea 


447(M + H) 


3 


2244 


I N-(4-chloro-2-methylphenyl)-N , -(cls-4-{[4-(dimethylamino ) 
| pyrimidin-2-yl]amino}cyclohexyl)urea 


j 403 (M + H) 


2 


2245 


I N-(cis^[4-(dimethylamino)pyrimidin-2-y0amino}cyclohexyl) 
-N'-(4-fluorobenzyl)urea 


387 (M + H) 


3 


2246 


I N-(cis^[4-(dimethylamino)pyrimidin-2-yl]aiTiino}cyclohexyl) 
| -N'-(4-methoxy-2-methylphenyl)urea 


399 (M + H) 


3 


2247 


I N^S^hloro^^-dimethoxyphenyO-N'-tcis^-i^-tdlmethylamlno) 
| pyrimidin-2-yl]amlno}cyclohexyl)urea 


449 (M + H) 


| 1 


2248 


N-[1 -(4-bromophenyl)ethyl]-N , -(cls-4^4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)urea 


461 (M + H) 


3 


2249 


N•(4-bromo-2-methylphenyl)-N , -(cis-4^[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)urea 


447 (M + H) 


2 


2250 


ethyl N-{[(cls-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)amino]carbonyl}phenylalaninate 


455 (M + H) 


3 j 


2251 


N-(2,3-dihydro-1 ,4^enzodioxin-6-yl)-N'-(cis^ 
[4-(dimethylamlno)pyrimidin-2-yl]amino}cyclohexyl)urea 


413 (M + H) I 


3 


2252 


N-(2,6-dibromo^-isopropylphenyl)-N'-(cjs-4-{[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)urea j 


553 (M + H) | 


2 ) 


2253 I 


N-[3-(cyclopentyloxy)•4-methoxyphenyl]-N , -(cis-4^ j 
[4-(dlmethylamino)pyrimidin-2-yl]amino}cyclohexyl)urea | 


469 (M + H) 


2 | 


2254 


N-CS^-dlhydro^H-I.S-benzodioxepin^-ylJ-N'-fcis^ j 
[4-(dimethylamino)pyrimidin-2-yl]arnino}cyclohexyl)urea J 


427 (M + H> 


3 


2255 


N-(4-butyl-2-methylphenyl)-N , -(cis^[4-(dimethylamino) { 
pyrimidin-2-yl]amino}cyclohexyl)urea | 


425 (M + H) j 


3 


2256 


N-(cis-4^[4-(dimethylam(no)pyrimldin-2-yl]amlno}cyclohexy!)- 
N'-(5-methyl-3-phenylisoxazol-4-yl)urea 


436 (M + H) 


3 


2257 


N-(4-bromophenyl)-N , -(cis^[4-(dimethy!amjno)pyrimidin-2-y(] j 
amino}cyclohexyl)thlourea | 


449 (M + H) 


3 f 


2258 


N-(4^anophenyl)-N^(cls^-{[4-(dimethylamino)pyrimidln-2-yl] 
amino}cyclohexyl)thjourea 


396 (M + H) 


2 | 


2259 


N-(2 l 4-dtehlorophenyl)-N , -(cis-4-{[4-(dimethylarnino)pyriJTiidjn- 
2-yl]amino}cyclohexyl)thiourea | 


439 (M + H) 


3 


2260 


N-(2,4-dimethoxyphenyl)-N , -(cis-4^[4-(dimethylamino)pyrimidin- j 
2-yl]amino}cyclohexyl)thlourea | 


431 (M + H) j 


2 
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2261 


N-(cis-4^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N , -(2,6-dimethylphenyl)thiourea 


399 (M + H) 


3 




2262 


N-(cls^^[4-(dlme%lamlno)pyrimidin.2-yl]am^no}cyclohexyl) 
-N , -(2-ethyl-6-lsopropylphenyl)thiourea 


441 (M + H) 


3 


10 


2263 


N-(cls^^[4-(dime%!a^^ino)pyrimidin-2-yl]amino}cyclohexyl) 
-N , -(2-methoxyphenyl)thiourea 


401 (M + H) 


3 




2264 


N-(cjs^^[4-(dimethylamjno)pyrimidin-2-yl]arnino)cyclohexyl)-N , . 
1-naphthylthiourea 


j 421 (M + H) 


3 


15 


2265 


N-(cis^^[4-(dimethylamino)pyrimidin-2-yl]arnino}cyclohexyl) 
-NX3A5-trimethoxyphenyl)thiourea 


j 461 (M + H) 


1 




2266 


N^S^-dimethoxyphenyO-N'-tcis^K-tdimethylaminoJpyrimidin- 
2-yl]amino}cyclohexyl)thiour©a 


) 431 (M + H) 


2 


20 


2267 


N-^-fdimethylaminoJ-l-naphthyll-N^fcis^fK-tdlmethylamino) 
pyiimidin-2-yl]amino}cyclohexyl)th iourea 


j 464 (M + H) 


2 




2268 


N-(cis-44[4-(dimemylamjno)pyrimidin-2-yl]amino}cyclohexyl) 
-N , -(2-ethylphenyl)thiourea 


| 399 (M + H) 


3 


25 


2269 


N-(cis-4-{[4-(dim6thylamino)quinolin-2-yl]aniino}cyclohexyl) 
-N , -(2-methoxy-4-nltrophenyl)thlourea 


| 495 (M + H) 


3 \ 




2270 


N-(cis-4-{[4-(dimethylamjno)quinoljn-2-yl]amino}cyclohexyl) 
-N'-(2-methoxy-5-methylphenyl)thiourea 


| 464 (M + H) 


3 


30 


2271 


N-(4-bromo-2-chlorophenyl)-N'-(cjs-4-{[4-(dimethylamino} 
quinolin-2-yl]amino)cyclohexyl)thiourea 


532 (M + H) 


3 




2272 


N-(cis-4^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
-N , -(4-iodophenyl)thiourea 


546 (M + H) 


3 


35 


2273 


N-(cis^^[4-(djm0thylamino)quinolin•2•yl]amino}cyclohexyl) i 
-N , -(2 l 4,6-tribromophenyl)thiourea J 


653 (M + H) 


1 




2274 


N-(cis^[4-(dime%larnino)quinolin-2-yl]amino}cyclohexyl) j 
-N'^^.e-trichlorophenyOthiourea j 


522 (M + H) 


2 


40 


2275 


N-(cls-4-{[4-(dimethylamino)quinolin•2-yl]amino}cyclohexyl)-N , - f 
mesitylthiourea 


462 (M + H) 


1 




2276 


N-(cis^[4-(dime%lamino)quinolin-2-yl]amino}cyclohexyl) \ 
-N'-(2,4-dimethylphenyl)thiourea | 


448 (M + H) 


3 


A.* 


2277 


N-(2 ( 6-diethylphenyl)-N'-(cis-44[4-(dimethylamino)qujnolin-2-yl] i 
amino}cyclohexyl)thiourea | 


476 (M + H) 


1 




2278 


N-(2-bromo-4-methyIpheny[)-N'-(cis-4-{[4-(dimethylamino) 
quinolin-2-yl]amino}cyclohexyl)thiourea j 


512 (M + H) 


3 




2279 


N-(2^hlorobenzyl)-N , -(cis-4H[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)thlourea 


468 (M + H) 


3 




2280 


N-(cis^[4-(dimethylamino)quinolln-2-yl]amino}cyclohexyl) 
■N , -(2-ethyl-6-methylphenyl)thiourea 


462 (M + H) 


3 


55 - 


2281 


^-(cis-4^[4-(dimethylamino)qujnolin-2-yIJamino}cyclohexyl) 
N'-(2-isopropylphenyl)thiourea 


462 (M + H) 


3 




2282 r 
c 


nethyl 3-({[(cis-4^[4-(dimethylamino)quinolin-2-yl]amino} 
^clohexyl)amino]carbonothioyl}amino)benzoate 


478 (M + H) 


3 
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2283 



N^^bromo^.e-dime^lphenyO-N^icis^-^^dimethylamlno) 
quinolin-2-yl]amlno}cyclohexyl)thiourea 



526 (M + H) 



2284 



N-(4-b^omo-2-methylphenyl)-N , -(cis-4^[4-(dimethylamjno) 
quinolin-2-yl]amino}cyclohexyl)thlourea 



512 (M + H) 



2285 



N-[4-bromo-2-(trifluoromethyl)phenyl]-N , -(cls-4^ 
[4-(dimethylamino)quinolln-2>yl]amino}cyclohexyl)thiourea 



566 (M + H) 



2286 



N-(4-chloro-2-methylphenyl)-N , -(cis^[4-(dimethylamlno) 
quinolin-2-yl]amino}cyclohexyl)thiourea 



468 (M + H) 



2287 



N-(cis^[4-(dimethylajTiino)qulnolin-2-yl]aniino}cyc!ohexyl) 
-N'-(1-naphthylmethyl)thiourea 



484 (M + H) 



2288 



N-(2 l 3-dimethoxybenzyl)-N , -(cis-4^4-(dimethylamlno)quinoHn- 
2-yl]amino}cyclohexyl)thiourea 



494 (M + H) 



2289 



N-(cjs-4^[4-(dime%lajnino)quinolin-2-yl]amino}cyclohexyl) 
-N , -(2,4,5-trimethylphenyl)thiourea 



462 (M + H) 



2290 



N-biphenyl-2-y|.N l -(cis-4.{[4-(dlmethylamino)quinolin-2.yl]amino} 
cyclohexyl)thlourea 



496 (M + H) 



2291 



N-(cis-4^[4-(dlmethylamino)quinolln-2-yl]amlno}cyclohexyl) 
-N , -(2-methy!-4-nitrophenyl)thiourea 



479 (M + H) 



2292 



N-(3-chlorDbGnzyl)-N'-(cis-4-{[4-(dimethylamino)quinoHn-2-yl] 
amino}cyclohexyl)thiourea 



468 (M + H) 



2293 



ethyl 3-({[(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino} 
cyclohexyl)amino]carbonothioyl}amino)benzoate 



492 (M + H) 



2294 



N ^-chloro^^trcfluoromethyOphenyQ-N'^cis^-f 
^-(dimethyl8iTiino)quinolin-2 



522 (M + H) 



2295 



N-(cis-4^[4-(dimethylamino)quinolin-2-yl]ajnino}cyclohexyl) 
■N , -(4-fluoro-2-methylphenyl)thlourea 



452 (M + H) 



2296 



2297 



2298 



N-(cls-4^[4-(dime%lamino)quinolin-2-yl]amlno}cyclohe)cyl) 
-N'-(4-methoxy-2-methylphenyl)thiourea 



464 (M + H) 



N^S-chloro^^-dimethoxyphenyO-N'^cis^^^^dimethylamino) 
quinolin-2-yl]amino)cyclohexyl)thiourea 



N-(cis-4^[4-(dimethylamino)qulnolln-2-yl]amino}cyclohexyl) 
-N'-[(1 R)-1-phenylethyl]thiourea 



514 (M + H) 



448 (M + H) 



2299 



N-(cis^[4-(dlmemylamino)quinolin-2-yl]arnino}cyclohexyl) 
-N , -(2 ) 3-dimethylphenyl)thlourea 



448 (M + H) 



2300 



N-(2 f 4-dibromo-6-fluorophenyl)-N'-(cis-4-{[4-(dimethylamino) 
qulnolin-2-yl]amino}cyclohexyl)thlourea 



594 (M + H) 



2301 



N-(2,4-dichloro-6-methylphenyl)-N , -(cis-4-{[4.(dimethylamlno) 
qulnolin-2'yl]am)no}cyclohe)cyl)thlourea 



502 (M + H) 



2302 



N-(cls-4^[4-(dimethylamino)qulnolln-2-yl]amlno)cyclohexyl) 
-N'«(2-ethoxyphenyl)thiourea 



464 (M + H) 



2303 



2304 



N-(cis-4-{[4-(dimethylamino)quinolin-2-yl]amlno}cyclohexyl) 
N , -(2-isopropyl-6-methylphenyl)thiourea 



N-(2,3-dihydro- 1 ,4-benzodioxin-6-yl)-N'-(cis-4-{ 
[4-(dimethylamino)quinolin-2-y)]amino}cyclohexyl)thiourea 



476 (M + H) 



478 (M + H) 
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Ex. No. 


compound name 


MS 


class 


2305 


N-I.S-benzodioxol-S-yl-N'^cis^-fK^dimethylaminoJqulnolin^-yl 
amino}cyclohexyl)thiourea 


464 (M + H) 


3 


2306 


N^S-chloro^-methylphenyO-N'-tcls^^-tdimethylamino) 
quinolln-2-yl]amino}cyclohexyl)thiourea 


468 (M + H) 


3 


2307 


N-^-bromo^-ttrlfluoromethoxyJphenylJ-N^fcIs^ 
[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl)thiourea 


582 (M + H) 


3 


2308 


N-(4-chloro-2,5-dimethoxyphenyl)-N , -(cis-4-{[4-(dimethylamino) 
quinolin-2-yl]amino}cyclohexyl)thiourea 


514 (M + H) 


3 


2309 


N-(cis-4-{[4-(dimethylamino)qujnolin-2-yl]amjno}cyclohexyl) 
-N'-(5-methyl-3-phenyIisoxazol-4-yl)thiourea 


501 (M + H) 


3 


2310 


N-bicyclo[2.2. 1 1hept^-yl-N'^cis^-^-fdimethylaminoJquinolin- 
2-yl]amino}cyclohexyl)thiourea 


438 (M + H) 


3 


2311 


methyl 3-({[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino} 

cyclohexy!)amino]carfoonothioyl}amino)-4-methylthiophene- 

2-carboxylate 


498 (M + H) 


2 


2312 


methyl 3-({[(cls-4-{[4-(dlmethylamlno)qulnol[n-2-yl]amlno} 
cyclohexyl)amino]carbonothioyl)amino)thiophene-2-carboxylate 


484 (M + H) 


3 


2313 


N-(4-butyl-2-methylphenyl)-N'-(cls-4-{[4-(dlmethylamlno)qulnolin- 
2-yl]amlno}cyclohexyl)thiourea 


490 (M + H) 


3 


2314 


N-(cls-4-{[4-(dimethylamino)pyrimidln-2-yl]amino}cyclohexyl) 
-N'-(2-methoxy-4-nrtrophenyl)thiourea 


446 (M + H) 


3 


2315 


N-(cis-4-{[4-(dimethylamino)pyrimidln-2-yl]amjno}cyclohexyl) 
-N'-(2-methoxy-5-methylphenyl)thiourea 


413 (M - H) 


3 


2316 


N-(4-bromo-2-chlorophenyl)-N , -(cls-4-{[4-(dimethylamimo) 
pyrimidln-2-yl]amlno}cyclohexyl)thiourea 


483 (M + H) 


3 


2317 


N-(cls-4-{([4-(dimethylamlno)pyr1midln-2-yl]amlno}cyclohexyl) 
-N , -(4-iodophenyl)thiourea 


497 (M + H) 


3 


2318 


N-(cls^t4-(dlmethylamino)pyrlmidln-2-yl]amlno}cyclohexyl) 
-N'-(2 p 4,6-tribromophenyl)thiourea 


604 (M + H) 


1 


2319 


N-(cls-4-{[4-(dimethylamino)pyrimidln-2-yl]amlno}cyclohexyl) 
-N , -(2,4,6-trichlorophenyl)thiourea 


473 (M + H) 


3 


2320 


N-tcjs^^-CdimethylaminoJpyrimldln^-yllaminoJcyclohexylJ-N'- 
mesitytthiourea 


413 (M + H) 


1 


2321 


N-(cls-4-{[4-(dimethylam!no)pyrimidln-2-yl]amjno}cyclohexyl) 
-N'-(2,4-dimethylphenyl)thlourea 


399 (M + H) 


3 


2322 


N-(2 l 6-diethylphenyl)-N , -(cls-4^4-(dlmethylamlno)pyrimidin-2-yl] 
amino}cyclohexyl)thiourea 


427 (M + H) 


3 


2323 


N-(2-bromo-4-methylphenyl)-N l -(cls-44[4-(dlmethylamlno) 
pyrimldin-2-yl]amino}cyclohexyl)thlourea 


463 (M + H) 


3 


2324 


N-(2-chlorobenzyl)-N , -(cis-4-{[4-(dlmethylamlno)pyrimidin-2-yl] 
amino}cyclohexyl)thiourea 


419 (M + H) 


3 


2325 


N-(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amlno}cyclohexyl) 
-N , -(2-ethyl-6-methylphenyl)thlourea 


413 (M + H) 


3 


2326 


N-(cls-4-{t4-(dimethylamjno)pyrimidin-2-yl]amino}cyclohexyl)- 
N'-(2-isopropylphenyl)thiourea 


413 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


2327 


methyl 3-({[(cjs-4^[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)amino]carbonothioyl}amino)benzoate 


429 (M + H) 


3 


2328 


N-(4-bromo-2,6-dimethylphenyl)-N , -(cis^-{[4-(dimethylamino) 
pyrimldin-2-yl]amlno}cyclohexyl)thlourea 


477 (M + H) 


1 


2329 


N-(4-bromo-2-methylphenyl)-N , -(cls^[4-dlmethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)thiourea 


463 (M + H) 


3 


2330 


N-{[4-bromo-2-(trifluoromethyl)phenyl]-N'-(cis- 
4-([4-(dimethylamino}pyrimidin-2-y0amlno]cyclohexyl)thiourea 


517 (M + H) 


3 


2331 


N-(4-chloro-2-methylphenyl)-N , -(cis^[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)thiourea 


419 (M + H) 


3 


2332 


N-(cis-4^[4-(dlme%lamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N'-(1 -naphthylmethyl)thiourea 


435 (M + H) 


3 


2333 


N-(2,3-dimethoxybenzyl)-N l -(cis^^[4-(dimethylamino)pyrimidin- 
2-yl]amino}cyclohexyl)thjourea 


443 (M - H) 


3 


2334 


N-(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N , -(2,4 ( 5-trimethylphenyl)thiourea 


413 (M + H) 


3 


2335 


N-biphenyl^-yl-N'-Ccls^-^-JdlmethylamlnoJpyrimidin^-yl] 
amino}cyclohexyl)thiourea 


447 (M + H) 


3 


2336 


N-(cis^[4-(dimethylamino)pyrlmidin-2-yl]amino}cyclohexyl) 
-N , -(2-methyl-4-nitrophenyl)thiourea 


428 (M - H) 


3 


2337 


N-fS^hlorobenzyO-N'^cis^^-JdimethylaminoJpyrimidin^-yl] 
amino}cyclohexyl)thiourea 


419 (M + H) 


3 


2338 


ethyl 3-({[(cis^[4-(dimethylamino)pyrimidin-2-yl]amino} 
cyclohexyl)amino]carbonothioyl}amino)benzoate 


441 (M - H) 


3 


2339 


N-^-chloro^-ttrifluoromethyOphenyll-N'-tcis^-^- 
(dimethylaniino)pyrimidin-2-yl]amino}cyclohexyl)thiourea 


473 (M + H) 


3 


2340 


N-(cls-4^[4-(dimethylamlno)pyrimidln-2-yl]amlno}cyclohexyl)- 
N l -(4-fluoro-2-methylphenyl)thiourea 


403 (M + H) 


3 


2341 


N-(cis-4-{t4-(dimethylamino)pyrimidin-2-yl]amlno}cyclohexyl) 
-N , -(4-nnethoxy-2-methylphenyl)thiourea 


415 (M + H) 


3 


2342 


N-fS^hloro^^-dimethoxyphenyO-N'^cis^-i^-fdimethylanriino) 
pyrimidln-2-yl]amino}cyclohexyl)thiourea 


465 (M + H) 


1 


2343 


N-(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amlno}cyclohexyl)- 
N'-[(1 R)-1 -phenylethyljthiourea 


397 (M - H) 


3 


2344 


N-(cis^[4-(dimethylamlno)pyrimidln-2-yl]amlno}cyclohexyl) 
-N'-(2 ( 3-dirnethylphenyl)thiourea 


399 (M + H) 


3 


2345 


N-(2,4-dibromo-6-fluorophenyl)-N'-(cis-4-{[4-(dlmethylamino) 
pyrimldln-2-yl]amlno}cyclohexyl)thlourea 


545 (M + H) 


2 


2346 


N-(2,4-dlchloro-6-methylphenyl)-N'-(cis-4-{[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)thiourea 


453 (M + H) 


2 


2347 


N-(cls-4^[4-(dimethylamino)pyrimjdin-2*yl]amino}cyclohexyl) 
-N'-(2-ethoxyphenyl)thiourea 


415 (M + H) 


3 


2348 


N-(cis-4^[4-(dimethylarnino)pyrimidin-2-yl]amino}cyclohexyl) 
-N'-(2-isopropyl-6-methyIphenyl)thiourea 


427 (M + H) 


3 
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Ex. No. 


compound name 


MS 


HflM 
WlBOO 


2349 


N-(2,3-dihydro-1,4-benzodioxln-6-yl)-N'-(cis-4-{ 
[4-(dimethylamino)pyrimidin-2-yl]amlno}cyclohexy!)thiourea 


429 (M + H) 


3 


2350 


N-l^-benzodioxol-S-yl-N'-tcis^-^^dimethylaminoJpyrimidin- 
2-yl]amino}cyclohexyl)thiourea 


I 415 (M + H) 


3 


2351 


N-(3-chloro«2-methylphenyl)-N'-(cls-4-{[4-(dlmethylamino) 
pyiimidin-2-yl]amlno}cyclohexyl)thiourea 


j 419 (M + H) 


| 3 


2352 


N-[4-bromo-2-(trifluoromethoxy)phenyl]-N'-(cls-4-{ 
[4-(dimethylamino)pyrimidin-2-yl]amino]cvclohexvnthiourea 


533 (M + H) 


3 


2353 


N-(4<:hloro-2 f 5-dimethoxyphenyl)-N , -(cis-4-{[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)thiourea 


I 465 (M + H) 


| 3 


2354 


N-(cis-4^[4-(dime%lamino)pyrimidin-2-yl]amino}cyclohexyl) 
-N'-(5-methyl-3-phenylisoxazol-4-yl)thiourea 


j 452 (M + H) 


3 


2355 


N-bicyclo[2.2. 1 1hept^-yl-N'^cis^^-fdimethylaminoJpyrimidin- 
2-yl]amlno}cyelohexyl)thiourea 


387 (M-H) 


3 


2356 


methyl 3-({[(cis-4^[4-(dimethylam^no)pyMmjdin-2-yl]amino} 

cyclohexyl)amino]carbonothloyl}amino)-4-methylthiophene- 

2-carboxylate 


449 (M + H) 


3 


2357 


methyl 3-({[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino} 
cvclohexvhaminolcarbonothiovtlaminoHhinnhonA-p^Ai^nyviafrA 


435 (M + H) 


3 


2358 


N-(4-butyl-2-methylphenyl)-N , -(cls-4-([4-(dimethylamino) 
pyrimidin-2-vllamino)cvclohexvhthiourea 


441 (M + H) 


3 


2359 


N-(2-chlorophenyl)-N'-[(cis-4-{[4-(dimethylamino)quinolin-2-yl] 
ami nojcyclohexyl) methyl] urea 


452 (M + H) 


3 


2360 


N-[(cis-4-{[4-(dimethylamino)qulnolin-2-yl]amino}cyclohexyl) 
methvn-N'-f2.6-dimethvlDhenvhurea 


446 (M + H) 


3 


2361 


N-(2 t 4-dlfluorophenyl)-N4(cls-4-{[4-(dlmethylamlno)qulnolln-2-yl] 
amino}cyclohexy!)methyl]urea ] 


454 (M + H) 


3 I 


2362 


N-[(cls-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 1 
methyl]- N , -(2-ethyl-6-methylphenyl) urea 


460 (M + H) | 


2 


2363 


ethyl N-({[(cls-4-{[4-(dlmethylamino)qujnolin-2-yl]amino} j 
cyclohexyl) methyl] am ino}carbonyl)leucinate 1 


484 (M + H) 


3 j 


2364 


N-[(cls-4-{[4-(dimethylamino)quinolin-2-yllamino}cyclohexyl) j 
methyl]-N , -(4-fluorophenyl)urea 


436 (M + H) | 


3 


2365 


N-[(cis-4-{[4-(dlmethylamiho)quinolin-2-yl]amino}cyclohexyl) 
methyl]-N'-[4-(methylthlo)phenyl]urea 


464 (M + H) 


3 


2366 


N-[(cis-4-{[4-(dimethylamino)quinolln-2-yl]amino}cyclohexyl) | 
methvll-N'-f2-(trifluoromethvnDhenvnurea 


486 (M + H) 


3 


2367 


N-[(cls-4-{[4-(dlmethylamlno)qulnolln-2-yl]amlno}cyclohexy0 
methyfl-N'-mesitylurea 1 


460 (M+H) I 


2 


2368 


N-[(cis-4-{[4-(dlmethylamjno)qulnoljn-2-yl]amlno}cyclohexyl) I 

methvn-N'-/P-mf»th\/lnhon\/l\i irno 

niwLiiyij m ^t, 1 1 icii lyipiicf ly jyui eel I 


432 (M + H) 


3 


2369 


N [(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methyQ-N l -(2,4,6-trichlorophenyl)urea | 


520 (M + H) | 


1 


2370 


N-[(cis^[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 
methy(]-N'-(2,4,6-tribromophenyl)urea 


651 (M + H) j 


1 
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Ex. No. 


compound name 


MS 


class 


2371 


N-(2 l 4-dibromo-6-fluorophenyl)-N'-[(cls-4-{t4-(dimethylamino) 
QuinoNn-2-vllaminolcvclohexvnmethvllurea 

^ 999 9 9-m W 9 • • WJWf VI W 1 1 \j*r\ W 9 §9 9 IVII 1 W 1 J||J WO 


592 (M + H) 


1 


2372 


N-(2 l 6-diGthylphenyl)-N4(cis^-([4-(dimethylamlno)quinolin-2-yl] 
amino}cyctohexyl)m ethyl] urea 


474 (M + H) 


2 


2373 


N-[2-chlorD-6-(trlfluoromethyl)phenyl>N , -[(cis■4^ 
r4-fdimethvlamino^auinolin-2-vllarninokn/clohexvhmethvllurea 


520 (M + H) 


2 


2374 


N-(2-chloro-6-methylphenyl)-N'-[(cis-4-{[4-(dimethylamino) 
auinoijn-2-vllamino)cvclohexvhmethvnurea 

«^MM IWIM 1 9mm W 9 J MmA\9 1 1 II IVJVJVIVI 1 W 111 I |W H IT IJUI W U 


466 (M + H) 


3 


2375 


N-(2K:hlorobenzyl)-N4(cis-4-{[4-(dimethylamino)quinolin-2-yl] 
aminolcvclohexvhmethvnurefl 

GM 1 III twjvjwlwl 1 WAT lyi 1 Ivll If IJUI OB 


466 (M + H) 


3 


2376 


N-[(cis-4-{[4-(dimethylamino)qujnolin-2-yl]amino}cyclohexyl) 

iiicuiyij ii ^t. c#uiyi u lovpi **yjy ipi ici ly i^ui oa 


488 (M + H) 


1 


2377 


N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}cyclohexyl) 

mfithv/ri-N'-^P-ftthvlnhorivhijrAfl 

lllwlliyij IT wlliy IkJI Iwl ly IJUI wCI 


446 (M + H) 


3 


2378 


N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amjno}cyclohexyl) 

1 1 ion iyij"ii ^ luuupi itji lyiy UIC7CI 


544 (M + H) 


3 


2379 


N-[(cls^4[4-(dimethylamino)quinolin-2-yl]amlno}cyclohexyl)- 

iiicuiyij it iouiji ujjy moiiiyipi ic?i lyij ui oa 


474 (M + H) 


2 


2380 


N-[(cis-44[4-(dimethylamino)quinolin-2-yl]amino}(^clohexyl) 

iiicuiyij it oupi u^jyiLJiici lyijui tfci 


460 (M + H) 


3 


2381 


N-[(cls-44[4-(dimethylamino)quinolin-2-yl]amlno}cyclohexyl) 

iiiwiiiyij ii ^ £. ii icii iji w 1 1 in w^yi i w i ty ly u i c?a 


477 (M + H) 


2 


2382 


N-[(cis-44[4-(dimethylajrijno)quinolin-2-yl]amino}cyclohexyl) 
methvll-N'-fP-oroDvlDhenvhurpn 

iiiouiyij ii ^/lupytpiioiiyiyui ca 


460 (M + H) 


3 


2383 


N-(2-tert-butyl-6-methylphenyl)-N'-f(cls-4-{[4-(dimethylamino) 
o u i n o 1 i n-2 - vllam in olcvcl oh exvl i methvll u rea 

WJ Mil IWIII 1 «— TIJCUI IIIIWJWJ VIUI I6AJIIII lOlliyilUI WH 


488 (M + H) 


1 


2384 


N-(2-tert-butylphenyl)-N , -[(cis-4-{[4-(dimethylamino)quinolin-2-yl] 

a mi nolrvflo h ayv hm t*t h\# 11 1 j ran 

cti 1 111 iu j w y wlWl 1 OA y |y| 1 ICU ly IJ UI CQ 


474 (M + H) 


1 


2385 


N-(3-chloro-2-methylphenyl)-N4(cis-4-{[4-(dimethylamino) 
ouinolin-2-vllamino)rvcHohA.xvhmpth\/llurpfl 

i^mii iviiii c- jijai i hi iwjwTviui ivav ill i iwM iwijui wu 


466 (M + H) 


3 


2386 


N-(4-bromo-2,6-difluorophenyl}-N , -[(cls-4-[4-(dimethylamino) 
a u tn o Ii n-2- vllam in olevelo h Awh methvllu re a 

v^uiiivsiiii t— y ijai 1 1 ii i ujw j wi wi i oAy ly 1 1 icn ly i ju i cq 


532 (M + H) 


3 


2387 


N-^-chloro^-ttrifluoromethyOphenyll-N^Kcis^-i 
r4-^dimethvJamino^auinolin-2-vllaminolcvc!ohe)f\/hmGthvllurea 

^~ ^*jh i ran ly icu i in i \j f v^un iwiii i & yijcuiiiiiWjwywiviiwAyiyi i iwii lyijui wa 


520 (M + H) 


3 


2388 


N-(4-cyanophenyl)-N'-[(cis-44[4-(dimethylamino)quinoiin-2-yl] 
am i n olcvcloh exv 1 im at h v 11 u raa 

oi i ill iw/wywiwi lOAj 1 II 1 1 w Li ly iju i wu 


443 (M + H) 


3 


2389 


N[(cls-44[4-(dimethylajTiino)quinolin-2-yl]amjno}cyclohexyl) 

methvll-N'-^rfinhpnvlmAthvl^j iron 
iiic7iiiyij ii \uipi ici ly ii i it? ii ly lyui ea 


508 (M + H) 


2 


2390 


N-(4-bromo-2,6-dimethylphenyl)-N'-[(cis-4-{[4-(dimethylamino) 
quinolin-2-yl]amino}cyclohexyl)methyl]urea 


524 (M + H) 


1 


2391 


N-[(cis-4-{[4-(dimethylamino}quinoljn-2-yl]amlno)cyclohexyl)- 
methylJ-N'-fS-methyi-S-phenylisoxazoM-yOurea 


499 (M + H) 


3 i 


2392 | 


N-[(cis-4-{[4-(dimethylamino)quinolin-2-yl]amino}c7clohexyl)- 
methyll-N'-tS-methyl^-ttrifluoromethyO-S-furylJurea 


490 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


5 


2393 


N-tS.S-dichlorophenyO-N'-tfcis^^-tdimethylamlnoJquinolin- 
2-yl]amino}cyclohexyl)methyl]urea 


486 (M + H) 


3 




2394 


N-(2,3-dlchlorophenyl)-N , -[(cis^[4-(dimethylamino)quinolin- 
2-yI]amino}cyclohexyl)methyl]urea 


486 (M + H) 


2 


10 


2395 


N-[(cis-4^[4-(dlmethylamino)quinolin-2-yl]amlno}cyclohexyl) 
methyO-N'-(4-methylphenyl)urea 


432 (M + H) 


3 




2396 


N-(2 I 6-diisopropylphenyl)-N , -[(cis-4-{[4-(dimethylamino)quinoHn- 
2-yQamino}cyclohexyl)methyt]iirea 


502 (M + H) 


1 


15 


2397 


N [(cis^[4-(dimothylamino)quinolin-2-yl]amino}cyclohexyl)- 
methyO-N'-(2,3-dimethyl-6-nitrophenyl)urea 


491 (M + H) 


3 




2398 


N-(2 l 6-dibromo-4-f!uorophenyl)-N'-[(cls-4-{[4-(dimethylamino) 
quinolin-2-yl]amino}cyclohexyl)methyl]urea 


592 (M + H) 


3 


20 


2399 


N-(2,6-dichlorophenyl)-N , -[(cis-4-{[4-(dimethylamino)quinolin- 
2-yl]amino}cyclohexyl)methyl]urea 


486 (M + H) 


3 




2400 


N-[(cis-4^[4-(dimethylamjno)quinolin-2-yl]amino}cyclohexyl)- 
methyl]-N'-(2-methoxy-5-mettiylphenyl)urea 


462 (M + H) 


3 


25 


2401 


N-[(c(s-4-{[4-(dimethylamino)quinolln-2-yl]amino}cyclohexyl) 
methyl]-N'-(2-methyl-6-nitrophenyl)urea 


477 (M + H) 


3 




2402 


N-tS^-djfluorophenyO-N'-Kcis^-^-tdimethylaminoJqujnolin^-yl] 
amino}cyc!ohexyl)methyl]urea 


454 (M + H) 


3 


on 
30 


2403 


N-(3,5-drfiuorophenyl)-N'-[(cis-4-{[4-(dimethylamino)quinolin-2-yl] 
amino}cyclohexyl)methyl]urea 


454 (M + H) 


3 




2404 


N-(3-chloro-4-fluorophenyl)-N'-[(cis-4-{[4-(dimethylamino) 
quinolin-2-yl]amino}cyclohexyl)methyl]urea 


470 (M + H) 


3 


35 


2405 


N-(2^hlorophenyl)-N , -[(cis^-{[4-(dimethylamino)pyrimidln-2-yl] 
amino}cyclohexyl)methyl]urea 


403 (M + H) 


3 




2406 


N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]arnino}cyclohexyl) 
methyt]-N'-(2,6-dimethylphenyl)urea 


397 (M + H) 


1 


40 


2407 


N-(2,4-dlfluorophenyl)-N4(cis-4-{[4-(dimethylamino)pyrimidin- 
2-yl]amino}cyelohexyl)methyl]urea 


405 (M + H) 


2 




2408 


N-[(cis-4^[4-(dimethylamjno)pyrimidin-2-yl]arnino}cyclohexyl) 
methyl]-N'-(2-ethyl-6-methyIphenyl)urea 


411 (M + H) 


1 


45 


2409 


ethyl N-({[(cis-4-{[4-(dimethylamino)pyrimjdin-2-yl]amino} 
cyclohexyl)methyl]amino}carbonyl)leucinate 


435 (M + H) 


3 


2410 


N-[(cis^-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
met hyf]-N'-(4-fluorophenyl) urea 


387 (M + H) 


2 | 


50 


2411 


N-[(cis-4-{[(4-(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl) 
methyl]-N l -[4-(methylthio)phenyl]urea 


415 (M + H) 


3 


2412 


N- [(cis^-{[4-(dimethylamino)pyrimidin-2-yl]arnino cyclohexyl) 
methylJ-N'-p-ttrifluoromethylJphenyllurea 


435 (M - H) 


3 




2413 


N-[(cis-4^[4-(dimethylamino)pyrjmidin-2-yl]ammo}cyclohexy0 
methylJ-N'-mesitylurea 


411 (M + H) 


1 


55 


2414 


N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-N , -(2-methylphenyl)urea 


383 (M + H) 


3 
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(continued) 





Ex. No. 


compound name 


MS 


class 


5 


2415 


N-[(ci3^-t4^(dimethylamino)pyrimidin-2-yl]amino)cyclohexyl) 
methyl]-N , -(2,4,6-trichlorophenyl)urea 


471 (M + H) 


1 




2416 


N-[(cis^[4-(dimGthylamlno)pyrimidin-2-yl]annino}cyclohexyl) 
methyl]-N , -(2 l 4,6-tribromophenyl)urea 


602 (M + H) 


1 


10 


2417 


N-(2,4-dibromo-6-fluorophenyl)-N4(cls-4-[{4-(dimethylamino) 
pyrimldin-2-yl]amino}cyclohexyl)methyl]urea 


543 (M + H) 


1 




2418 


N-(2,6-diethylphenyl)-N , -[(cis^-{[4-(dimethylamino)pyrimidin- 
2-yl]amino}cyclohexyl)methyl]urea 


425 (M + H) 




15 


2419 


N-p-chloro-e-ltrlfluoromethyOphenyll-N'-Itcis^H 
[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)methyl]urea 


471 (M + H) 


1 




2420 


N-(2^hloro-6-methylphenyl)-N , -[(cis-4-{[4-(dimethylamino) 
pyrimldin-2-yl]arnino}cyclohexyl)methyl]urea 


417 (M + H) 


' 


20 


2421 


N-(2^hlorobenzyl)-N'-[(cls^-{[4-(dimethylamino)pyrimidin-2-yl] 
amino}cyclohexyl)methyl]urea 


417 (M + H) 


3 




2422 


N-[(cis-4^[4-(dimethylamino)pyrimidin-2-yl]arnino}cyclohexyl) 
methyl]-N , -(2-ethyl-6-isopropylphenyl)urea 


437 (M-H) 


1 


25 


2423 


N-[(cls-4-{[4-(dimethylamlno)pyrlmidin-2-yl]amino}cyclohexyl) 
methyl]-N , -(2-6thylphenyl)urea 


| 397 (M + H) 


3 




2424 


N-[(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyO-N l -(2-iodophenyl)urea 


| 495 (M+H) 


3 


30 


2425 


N-[(cis-4^[4-(dimethylarnino)pyrimidin-2-yl]amino}cyclohexyl)- 
methyl]-N'-(2-jsopropyl-6-methylphenyl)urea 


425 (M + H) 


1 




2426 


N-[(cis-4-{[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-N'-(2-isopropylphenyl)urea 


411 (M + H) 


3 


35 


2427 


N-[(cis^^[4-(dimethylamino)pyrimldin-2-yl]amino}cyclohexyl) 
methyl]-N , -(2-methyl-3-nftrophenyl)urea 


428 (M+H) 


1 




2428 


N-[(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl)-N , -(2-propylphenyl)urea 


411 (M + H) 


2 


40 


2429 


N-(2-tert-butyl-6-methylphenyl)-N'-[(cis-4-{[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)methyl]urea 


439 (M + H) 


1 




2430 


N-(2-tert-butylphenyl)-N'-[(cis-4^[4-(dimethylamino)pyrimidin- 
2-yl]amino}cyclohexyi)methyl]urea 


425 (M + H) 


1 


45 


2431 


N-(3K;hloro-2-methylphenyl)-N4(cis^{[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)methyl]urea 


417 (M + H) 


1 




2432 


N-(4-bromo-2,6-drfluorophenyl)-N4(cis-4-{[4-(djmethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)methyl]urea 


483 (M+ H) 


1 


50 


2433 


N-[4-chloro-2-(trifluoromethyl)phenyl^N , -[(cis-4^ 
4-(dimethylarn!no)pyrimidin-2-yl]amlno}cyclohexyl)methyl]urea 


471 (M + H) 


2 




2434 


N-(4K^anophenyl)-N4(cls-4-{t4-(dimethylamlno)pyrimidln-2-yl] 
amino}cyclohexyl)methyl]urea 


394 (M + H) 


3 


55 


2435 


N-[(cis-4^[4-(dimethylamino)pyrimjdin-2-yl]amino}cyclohexyl) 
methylJ-N'-fdiphenylmethylJurea 


459 (M+H) 


1 




2436 


N-(4-bromo-2,6-dimethylphenyl)-N , -[(cis^[4-dimethylamino) 
pyrimidin-2-yl]amino cyclohexyl)methyl]urea 


475 (M + H) 


1 
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(continued) 



Ex. No. 


compound name 


MS 


class 


2437 


N-[(cis-4^[4-(dimethylamM 
methyl]-N*-(3-methyl-5-phenylisoxazol-4-yl)urea 


450 (M+H) 


1 


2438 


N-[(cis^[4-(dimethylarnino)pyrimidin-2-yl]amino}cyclohexyl)- 
methyO-N'-p-methyl^^trlfluoromethylJ-S-furyllurea 


441 (M + H) 


3 


2439 


N-tS.S-dlchlorophenyO-N'-Kcis^^-tdimethylamlnoJpyrimldln- 
2-yf]amino)cyclohexyl)methyl]urea 


437 (M+H) 


2 


2440 


N-(2 > 3-dichlorophenyl)-N , -[(cis-4^4-(dimethylamino)pyrimidin- 
2-yl]amlno)cyclohexyl)methyl]urea 


437 (M + H) 


1 


2441 


N-[(cis^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-N , -(4-methylphenyl)urea 


383 (M + H) 


3 


2442 


N-(2,6-diisopropylphenyl)-N , -[(cis-4-{[4-(dimethylamino) 
pyrimldin-2-yl]arnino}cyclohexy0methyl]urea 


453 (M+ H) 


1 


2443 


N-[(cis-4H[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
methyl]-N , -(2,3-dimethyl-6-nitrophenyl)urea 


442 (M + H) 


1 


2444 


N-(2,6-dibromo-4-fluorophenyl)-N4(cis-4-{[4-(dimethylamino) 
pyrimldin-2-yl]amino}cyclohexyl)methyl]urea 


543 (M + H) 


1 


2445 


N-(2,6-dtehlorophenyl)-N'-[(cis-4-{[4-(dimethylamlno)pyrimidin- 
2-yflamino}cyclohexyl)methyl]urea 


437 (M + H) 


1 


2446 


N-[(cis-4^[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl)- 
methyl]-N , -(2-methoxy-5-methylphenyl)urea 


413 (M + H) 


2 


2447 


N-[(cis-44[4-(dimethylamino)pyrimidin-2-yl]amino}cyclohexyl) 
methyl]-N'-(2-methyl-6-nltrophenyl)urea 


428 (M + H) 


2 


2448 


N-(3 t 4-drfluorophenyl)-N'-[(cis-4-{[4-(dimethylamino)pyrimidin- 
2-yl]amino}cyclohexyl)mGthyl]urea 


405 (M + H) 


1 


2449 


N-tS^^muorophenyO-N'-Kcis^-i^-tdimethylaminoJpyrimidjn- 
2-y0amino}cyclohexyl)methyl]urea 


405 (M + H) 


1 


2460 


N-(3-chloro-4-fluorophenyl)-N'-[(cls^[4-(dimethylamino) 
pyrimidin-2-yl]amino}cyclohexyl)methyl]urea 


421 (M + H) 


1 


2461 


N-(2^hlorophenyl)-N4(cis-4-{[4-(dimethylamino)- 
5,67,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)methyl]urea 


457 (M + H) 


3 


2462 


N-[(cis^t4-(dimethylamino)-5,6 l 7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohe)(yl)methy(l-N , -(2 l 6-dimethylphenyl)urea 


451 (M + H) 


1 


2463 


N-(2,4-difluorophenyl)-N4(cis-4-{[4-(dimethylamino)- 
S.ej^-tetrahydroquinazolin^-yllaminoJcyclohexyOmethyllurea 


459 (M + H) 


2 


9454 


N4^cis-4^r4-Mimethvlamino)-5,67 t 8-tetrahvdroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-N , -(2-ethyl-6-methylphenyl)urea 


465 (M + H) 


1 




fithvl N-^rfcis-4Wr4-^dimethvlaminoV5.6.7.8-tetrahvdro 

quinazolin-2-yl]amino}cyclohexyl)methyl]amino}carbonyl)- 

leucinate 


489 (M + H) 


2 


2456 


N-[(cis-4^4-(dimethylamino^ 
amino}cyclohexyl)methyO-N , -(4-fluorophenyl)urea 


441 (M + H) 


2 


2457 


N-Kcis^^^dimethylaminoJ-S.S^.e-tetrahydroquinazolin^-yl] 
aminolcyclohexyOmethyll-N'-^-tmethylthioJphenyllurea 


469 (M + H) 


3 


2458 


N-[(cis-4-{[4-(dimethylamino)-5,6,7 ( 8-tetrahydroquina2olin-2-yl] 
aminoJcyclohexylJmethyll-N'-p-ttrifluoromethyOphenylJurea 


491 (M + H) 


3 
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(continued) 



Ex. No. 


compound name 


MS 


class 


2459 


N-Kcis^^^dimethylaminoJ-S.ey.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyl]-N'-mesitylurea 


465 (M -I- H) 


1 


2460 


N-[(cis-4^[4-(dimethylamino)-5 I 6 l 7.8-t0trahyd^oquinazolin-2-yl] 
amino}cyclohexyl)methyl]-N'-(2-methylphenyl)urea 


437 (M + H) 


3 


2461 


N-Kcis^^-tdimethylaminoVS^J.S-tetrahydroquinazolin^-yl] 
amino}cyc!ohexyl)methyl]-N > -(2,4 l 6-trichlorophenyf)urea 


525 (M + H) 


1 


2462 


N-Kcis^^-tdimethylaminoVS^J^-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyl]-N l -(2,4,6-trlbromophenyl)urea 


657 (M + H) 


1 


2463 


N-(2,4-dibromo-6-fluorophenyl)-N4(cis-4-{[4-(dimethylamjno)- 
5,6,7,8-tetrahydroquinazolin-2*yl]amino}cyclohexyl)methyl]urea 


597 (M+H) 


3 


2464 


N-(2 l 6-diethylphenyl)-N -[(cis-4-{[4-(dimetnylamino)- 
S.ej.S-tetrahydroquinazolin^-yllaminoJcyclohexylJmethyllurea 


479 (M + H) 


1 


2465 


N-[2-chloro-6-(trifluoromethyl)phenyl]-N -[(cis-4-{ 

^-(dirnethylaminoJ-S^.^B-tetrahydroquinazolin^-yllamino} 

cyclohexyl)-methyl]urea 


r- r- /ft J 1 IV 

525 (M + H) 


1 


2466 


N-(2-chloro-6-methylphenyl)-N'-[(cis-4-{[4-(dImethylamino)- 
5,6,7 t 8-tetrahydroquinazolin-2-yl]amlno}cyclohexyl)methyl]urea 


471 (M + H) 


1 


2467 


N-(2-chlorobenzyl)-N'-[(cls-4-{[4-(dimethylamino)- 
S.ej.S-tetrahydroquinazolin^-yllamlnoJcyclohexylJmethylJurea 


471 (M + H) 


3 


2468 


N-Kcis^-i^-tdimethylaminoJ-S^/.B-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyl]-N , -(2-ethyl-6-isopropylphenyl)urea 


493 (M + H) 


1 


2469 


N [(cis-4-{[4-(dimethylamino)-5,67,8-tetrahydroquina20lin-2-yl] 
amino}cyclohexyl)methyl]-N , -(2-ethylphenyl)urea 


451 (M + H) 


3 


2470 


N-Kcis^^^dimethylamino^S.e/.B-tetrahydroquinazolin^-yl] 
amlno}cyclohexyl)methyl]-N , -(2-iodophenyl)urea 


549 (M + H) 


3 


2471 


N-Kcis^f^tdimethylaminoJ-S.ej.e-tetrahydroqulnazolln^-yl] 
am(no}cyclohexyl)methyl]-N , -(2-isopropyl-6-methylphenyl)-urea 


479 (M + H) 


2 


2472 


N-Kcis^^^dimethylaminoJ-S.e^.S-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyl]-N'-(2-isopropylphenyl)urea 


465 (M + H) 


3 


2473 


N-Kcis^-i^-tdimethylaminoJ-S.e^.fl-tetrahydroquinazolin^-yl] 
amino}cyclohexyl)methyl]*N , -(2-methyl-3-njtrophenyl)urea 


482 (M + H) 


3 


2474 


N-[(cis-4-{[4-(dimethylamjno)-5,6 ( 7.8-tetrahydroquina2olin-2-yl] 
amlno}cyclohexyl)methyl]-N , -(2-propylphenyl)urea 


465 (M + H) 


3 


2475 


N-(2-tert-butyl-6-methylphenyl)-N'-[(cis-4-{[4-(dimethylamino)- 
S^^.e-tetrahydroquinazolin^-yllaminolcyclohexyOmethyOurea 


493 (M + H) 


1 


2476 


N-(2-tert-butylphenyl)-N , -[(cis-4-{[4-(dimethylamino)- 
S.ey.e-tetrahydroquinazolin^-yllamjnoJcyclohexyOinethynurea 


479 (M + H) 


2 


2477 


N-(3-chloro-2-methylphenyl)-N'-[(cis-4-{[4-(dimethylamino)- 
S.e^rS-tetrahydroquinazolin^-yllaminoJcyclohexyOmethyQurea 


471 M + H) 


2 




5,6,7,8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)methyqurea 


(SA 4. l-h 
oo/ ^ivi •+■ n ) 


q 

w 


2479 


N-[4K5hloro-2-(trifluoromethyl)phenylhN4(cis^ 

[4-(dimethylamino)-5,6,7,8-tetrahydroquinazolin-2-yl]amino} 

cyclohexyl)-methyl]urea 


525 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


2480 


N-(4-cyanophenyl)-N , -[(cls-4-{[4-(dimethylamino)- 
S.e./.B-tetrahydroquinazolin^-yllaminoJcyclohexyOmethyllurea 


448 (M + H) 


3 


2481 


NKcis^-i^-CdimethylaminoJ-S.e./.B-tetrahydroquinazolin^-yl] 
aminolcyclohexylJmethyll-N'-tdiphenylmethyOurea 


513 (M+H) 


3 


2482 


N-(4-bromo-2,6-dimethylphenyl)-N , -[(cls^[4-(dimethylamino)- 
S.e./.S-tetrahydroquinazolin^-yllamjnoJcyclohexyOmethyllurea 


529 (M + H) 


1 


2483 


N-[(cis-4-[4-(dimethylamino)-5,6 ( 7,8-tetrahydroquina2olin-2-y0 
aminolcyclohexyOmethyll-N'^S-methyl-S-phenylisoxazol^-yl) 

urea 


504 (M + H) 


3 I 


2484 


N-Hcis^-P^dimethylaminoVS.e.Z.S-tetrahydroquinazolin^-yl] 

amino}cyclohexyl)methyl]-N45^ 

urea 


495 (M + H) 


3 


2485 


N-lS^-dichlorophenyO-N'-Kcis^K-ldimethylamlno)- i 
5,67,8-tetrahydroquina2olln-2-yl]amino}cyclohexyl)methyl]urea 


491 (M + H) 


3 


2486 


N-(2 l 3-dlchlorophenyl)-N , -[(cis^[4-(dimethylamino)- 
5,6,7 t 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)methyl]urea 


491 (M + H) 


3 


2487 


N[(cis^[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-N , -(4-methylphenyl)urea 


437 (M + H) 


3 


2488 


N-(2 l 6-dlisopropylphenyl)-N , -[(cis-4-{[4-(dimethylamino)- 
S.e/.S-tetrahydroquinazolin^-yllaminolcyclohexyOmethyllurea 


507 (M + H) 


2 


2489 


N-[(cis-4-{[4-(dimethylamino)-5 f 6 ( 7,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-N , -(2,3-dimethyl-6-nltrophenyl)-urea 


496 (M + H) 


2 


2490 


N-(2,6-dibromo-4-fIuorophenyl)-N4(cls-4^4-(dimethylamino)- 
5,67,8-tetrahydroquinazolln-2-yQamino}cyclohexyl)methyl]urea 


597 (M + H) 


1 


2491 


N-(2,6-dlchlorophenyl)-N , -((cis-44[4-(dimethylamino)- 
S.e^.S-tetrahydroquinazolin^-yOaminoJcyclohexyOmethyllurea 


491 (M + H) 


1 1 


2492 


N-Kcis^-p^dimethylamjnoVS.ej.S^etrahydroquinazolin^-yn 
amino}cyclohexyl)methyl]-N , -(2-methoxy-5-methylphenyl)-urea 


467 (M + H) 


3 


2493 


N-[(cis-4-{[4-(dimethylamino)-5,67,8-tetrahydroquinazolin-2-yl] 
amino}cyclohexyl)methyl]-N , -(2-methyl-6-nitrophenyl)urea 


482 (M + H) 


3 


2494 


N-tS^-difluorophenylJ-N'-Kcis^-i^^dimethylamino)- 
5,67 l 8-tetrahydroquinazolin-2-yl]amino}cyclohexyl)methyl]urea 


459 (M + H) 


3 


2495 


N-tS.S-difluorophenyO-N'-Kcis^^-fdimethylamino)- 
S^^^-tetrahydroquinazolin^-yljaminoJcyclohexyOmethyllurea 




3 


2496 


N-(3-chloro-4-fluorophenyi)-N4(cis^[4-(dimethylamino)- 
S^/^-tetrahydroquinazolin^-yllaminoJcyclohexyOmethyOurea 


475 (M + H) 


3 



Example 2497 

2^ATWIuoro-/V-{cl8-4-[(4-methylqulnolln-2-yl)amlnolcydohexyl)-beniamlde trffluoroacetate 

Step A: Synthesis of cls-(4-tert-butoxycarbonylamlno-cyclohexyl)-carbamlc acid benzyl ester. 

[0329] To a solution of cis-(4-amino-cyclohexyl)-carbamic acid tert-butyl ester (4 g, 0.01 9 mol) in 50 mL CH 2 Cl2 was 
added DIEA (4.9 mL, 0.028 mol). The solution was cooled on an ice bath and CbzCI (2.9 mL, 0.020 mol) was added 
slowly The solution was removed from the Ice bath and stirring continued for an additional hour. The solvent was 
evaporated and the material was subjected to chromatography (0-40% ethyl acetate in hexanes) to yield ds-(4-tert- 
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butoxycarbonylamino-cyclohexyl)-carbamic acid benzyl ester (6.2 g, 0.018 mol, 96%) as a white solid. 

ESI MS m/e 349.0 M + H + ; 1 H NMR (400 MHz, DMSO-d 6 ) 5 7.34-7.28 (m, 5 H), 7.12 (d, J = 5.6 Hz, 1 H), 6.62 (brs, 1 

H), 4.98 (s, 2 H), 3.39-3.37 (m, 2 H), 1 .60-1 .45 (m, 8 H), 1 .37 (s, 9 H). 

Step B: Synthesis of cte-(4-amlna<yclohexyl)-carbanilc acid benzyl ester. 

[0330] To a solution of cis-(4-tert-butoxycarbonylamino-cyclohexyl)<:arbamlc acid benzyl ester (6.2 g, 0.018 mol) in 
40 mL CH 2 CI 2 was added TFA (2.7 mL, 0.36 mol). The solution was stirred at room temperature for 4 hours. The excess 
solvent was evaporated off and the resulting oil was dissolved in 30 mL CH 2 CI 2 . The organic layer was extracted with 
30 mL of a dilute NaOH (aq) / NaHC0 3 (aq) solution. The aqueous layer was back extracted twice with CH 2 CI 2 and 
the organic layers combined, dried over MgS0 4 , and concentrated to yield cis-(4-amino-cyclohexyl)-carbamic acid 
benzyl ester (4.3 g, 97%) as a colorless oil. The oil was carried forward without further purification. 
ESI MS m/e 249.2 M + H + . 

Step C: Synthesis of cfs-[4-(4-methyl-qulnolln-2-ylamlno)-cyclohexy l)-carbamlc acid benzyl ester. 

[0331] To a solution of cis-(4-amino-cyclohexyl)-carbamic acid benzyl ester (0.5 g, 0.0020 mol) in 1 mL 2-propanol 
was added 2K;hloro-4-methyl-qulnoline (0.43 g t 0.0024 mol) and IEA (526 uL, 0.0030 mol). The mixture was heated 
in a microwave synthesizer at 1 70 °C for 5 hours. The reaction was repeated 7 more times (4 g total material) and the 
reaction mixtures were pooled. The solvent was evaporated and the material subjected to chromatography (2-4 % 2M 
NH 3 in MeOH / CH 2 CI 2 ) to yield c«-[4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-carbamlc acid benzyl ester (3.3 g, 
53%) as a colorless oil. 

ESI MS m/e 390.2 M + H+ ; 1 H NMR (400 MHz, DMSO-de) 8 7.71 (d, J = 8 Hz, 1 H), 7.46-7.39 (m, 2 H), 7.37-7.19 (m, 
7 H), 6.68 (m, 2 H), 5.01 (s, 2 H), 4.07 (m, 1 H), 3.46 (m, 1 H), 2.44 (s, 3 H), 1 .79-1 .71 (m, 2 H), 1 .70-1 .59 (m, 6 H). 

Step D: Synthesis of c/s-/V^4-methyl-qulnolln-2-yi)-cyclohexane-1,4-dlamlne. 

[0332] To a solution of cis-[4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-carbamic acid benzyl ester (3.3 g, 0.0085 
mol) in 200 mL EtOH was added 1 0% Pd/C (330 mg). The reaction mixture was stirred at room temperature under H 2 
(g) atmosphere for 3 hours. The H 2 (g) atmosphere was removed and the mixture was through a pad of celite and 
washed with ethyl acetate. The solvent was concentrated and the material was subjected to chromatography (2-4 % 
2M NH 3 in MeOH / CH 2 CI 2 ) to yield cis-N-(4-methyl-quinolin-2-yl)'Cyclohexane-1,^^ (2.0 g, 92%) as a light 
brown solid. 

ESI MS m/e 256.4 M + H+ ; 1 H NMR (400 MHz, DMSO-d 6 ) 8 7.71 (d, J = 8 Hz, 1 H), 7.46-7.39 (m, 2H), 7.14-7.10 (m, 
1H), 6.69-6.68 (m, 2 H), 4.07-4.05 (m, 1 H), 2.81-2.77 (m, 1 H), 2.44 (s, 3 H), 1.78-1.71 (m, 2 H), 1.62-1.40 (m, 6 H). 

Step E: Synthesis of 2,3 Atrffluoro-i^{c/^[(4-methylqulnolln-2.yl)amlno]cyclohexylH)enzamlde 
trlfluoroacetate. 

[0333] To a solution of c/s-JV-(4-methyl -quinolin-2-yl)-cyclohexane- 1 ,4-diamine (23 mg, 0.090 mmol) in 0.5 mL DMF 
was added pyridine (12 uL, 0.15 mmol) and 2,3,4-trifluorobenzoyl chloride (12.8 uL, 0. 10 mmol). The reaction mixture 
was stirred overnight and then 0.5 mL ofDMSO was added to the mixture. The compound was then subjected to 
purification by prep LCMS to yield 2,3,4-trif luoro-AHc/^4-[(4-methylquinolin-2-yl)amino]cyclohexyl}-benzamide trifluor- 
oacetate (1 0.1 mg, 21 %) as a white solid. 

ESI MS m/e 414.2 M + H+ ; ^H NMR (400 MHz, DMSO-d 6 ) 5 12.44 (brs, 1 H), 9.27 (brs, 1 H), 8.45 (d, J = 6.4 Hz, 1 
H), 7.98-7.93 (m, 2 H), 7.80 (t, J = 7.6 Hz , 1 H), 7.53 (t, J = 8.0 Hz , 1 H), 7.43-7.37 (m, 2 H), 7.01 (s, 1 H), 4.05 (m, 
1 H), 3.97 (m, 1 H), 2.69 (s, 3 H), 1 .86-1 .74 (m, 8 H). 

Example 2498 

3,4-Olfluoro-iV-{c/s4-[(4-methylqulnolin-2-yl)amlno]cyclohexyl)benzamlde trlfluoroacetate 

StepA: Synthesis of 3,4-dlfluoro-/V-{cls^-[(4-methylqulnolln.2-yl)amIno]cyclohexyl}-benzamlde 
trlfluoroacetate 

[0334] Using the procedure of step E of example 2497, the title compound was obtained. 

ESI MS m/e 396.18 M + H+; ^H NMR (400 MHz, DMSO-d 6 ) 6 12.40 (brs, 1 H), 9.25 (brs, 1 H), 8.33 (d, J = 6.0 Hz , 
1H), 7.98-7.90 (m, 3 H), 7.80-7.76 (m, 2 H), 7.58-7.50 (m, 2 H), 7.02 (brs, 1 H), 4.09 (m, 1 H), 3.94 (m, 1 H), 2.61 (s! 
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3H), 1.84-1 .74 (m, 8 H). 
Example 2499 

4-Cyano-A^{cis^[(4-methylqulno)ln-2-yl)amlno]cyclohexyl}benramlde trlfluoroacetate 

Step A: Synthesis of 4^no-J^cJ^[(4-methylqulnoH trlfluoroacetate. 

[0335] Using the procedure of step E of example 2497, the title compound was obtained. 
ESI MS m/e 385.2 M + H 4 ; 1 H NMR (400 MHz, DMSO-de) 8 12.38 (brs, 1 H), 9.27 (brs, 1 H), 8.51 (d, J = 6.0 Hz , 1 
H), 8.01-7.95 (m, 6H), 7.80 (t, J = 7.2 Hz , 1 H), 7.54 (t, J = 8.0 Hz , 1 H), 7.02 (brs, 1 H), 4.09 (m, 1 H), 3.96 (m, 1 H), 
2.66 (s, 3 H), 1.85-1.75 (m, 8 H). 

Example 2500 

3-Fluoro.M{cls-4-[(4-rnethylquinolln-2-yl)amlno]cyclohexyl)benzamlde trlfluoroacetate 

Step A: Synthesis of 3-fluoro-N-{c/^4-[(4.methylqulnolln-2-yl)amlnolcyclohexyl}benramlde trlfluoroacetate. 

[0336] Using the procedure of step E of example 2497, the title compound was obtained. 

ESI m/e 378 M + H+ ; 'H NMR (400 MHz, DMSO-d 6 ) 5 12.38 (brs, 1 H), 9.25 (brs, 1 H), 8.33 (d, J = 6.0 Hz , 1 H), 
7.98-7.91 (m, 2 H), 7.80 (t, J = 7.6 Hz ,1 H), 7.71-7.64 (m, 2 H), 7.55-7.49 (m, 2 H), 7.41-7.36 (m, 1 H), 4.12 (m, 1 H), 
4.08 (m, 1 H), 2.77 (s f 3 H), 1 .85-1 .74 (m, 8 H). 

Example 2501 

3,5-Difluoro-/Hc/s4-[(4HT^ trlfluoroacetate 

Step A: Synthesis of 3,5-dlf luoio-N[cl8-4-[(4Knethylqulnolln-2-yl)amlno]cyclohexyl]-benzamide 
trlfluoroacetate. 

[0337] Using the procedure of step E of example 2497, the title compound was obtained. 

ESI MS m/e 396 M + H^H NMR (400 MHz, DMSO-de) 8 12.40 (brs, 1 H), 9.25 (brs, 1 H), 8.40 (d, J = 6.0 Hz , 1 H), 
7.98-7.96 (m, 2 H), 7.80 (t, J = 7.2 Hz, 1 H), 7.59-7.44 (m, 4 H), 7.02 (brs, 1 H), 4.09 (m, 1 H), 3.94 (m, 1 H), 2.68 (s, 
3H), 1.85-1.74 (m,8H). 

Example 2502 

fl^cte41(4-Methylqulnolln-2-y0amlno]cyclo^ 
trlfluoroacetate 

Step A: Synthesis of N^cls-4-[(4HiiethylqulnoUn-2-y0amta 
acetamlde trlfluoroacetate. 

[0338] To a solution of c/s-A/(4-methyl-quinolin-2-yl)-cyclohexane-1 ,4-diamine (25.5 mg, 0.1 mmol) in 0.5 mL DMF 
was added 4-(trifluoromethoxy)phenoxyacetic acid (23.6 mg, 0.1 mmol), DIEA (0.026 mL, 0.1 5 mmol), and HATU (45.6 
mg, 0.12 mmol). The reaction mixture was stirred overnight and then 0.5 mL of DMSO was added to the mixture. The 
compound was then subjected to purification by prep LCMS to yield AHcis-4-[(4-methylquinolin-2-yl)amino]cyclohexyl}- 
2-[4-(trifluoromethoxy)phenoxy]-acetamide trifluoroacetate (22.3 mg, 38%) as a white solid. 

ESI MS m/e 474.4 M + H+; 1 H NMR (400 MHz, DMSO-d 6 ) 8 12.47 (s, 1 H), 9.25 (s, 1 H), 8.00-7.92 (m, 3 H), 7.80 (t, 
J = 7.2 Hz, 1 H), 7.53 (t, J = 8.0 Hz, 1 H), 7.31 (d, J = 8.8 Hz, 2 H), 7.04-7.01 (m, 3 H), 4.55 (s, 2 H), 4.06 (m, 1 H), 
3.84 (m, 1 H), 2.69 (s, 3 H), 1 .78-1 .68 (m, 8 H). 
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Example 2503 

2-(3,4-Dlfluorophenyl)-AHcls^K 

Step A: Synthesis of 2-(3,4-dlf luorophenyl)-/^{cl8-4-[(4-methylqulnolln-2-yl)amlno]cyclohexyl}acetaml^ 
trlfluoroacetate. 

[0339] Using the procedure of step A of example 2502, the title compound was obtained. 

ESI MS m/e 41 0 M + H + ; NMR (400 MHz, DMSO-dg) S 12.42 (brs, 1 H), 9.26 (brs, 1 H), 8.09 (d, J = 6.4 Hz, 1 H), 
7.98-7.92 (m, 2 H), 7.80 (t, J = 7.6 Hz, 1 H), 7.54 (t, J = 8.8 Hz, 1 H), 7.38-7.27 (m, 2 H), 7.1 0-7.07 (m, 1 H), 7.01 (brs, 
1 H), 4.02 (m, 1 H), 3.94 (m, 1 H), 2.61 (s, 3 H), 1.79-1.69 (m, 8 H). 

Example 2504 

2-{2-Bromo-4,5-dlmethoxyphenyl)-N-{cls-4-[(4-methylquinolln-2-yl)amlno]cycte 
trlfluoroacetate 

Step A: Synthesis of 2-(2-bromo-4,5-dlmethoxyphenyl)-N-[cl8-4-{(4-methylqulnolln-2-yl)amlno]cyclohexyl) 
acetamlde trlfluoroacetate. 

[0340] Using the procedure of step A of example 2502, the title compound was obtained. 

ESI MS m/e 512.2 M + H + ; 1 H NMR (400 MHz, DMSO-d 6 ) 8 12.45 (brs, 1 H), 9.25 (brs, 1H), 8.00-7.92 (m, 3 H), 7.80 
(t, J= 7.6 Hz , 1 H), 7.53 (t, J= 7.6 Hz , 1H), 7.09 (s, 1 H), 7.01 (brs, I H), 6.95 (s, 1H), 4.10 (m, 1H), 3.78 (m, 1H), 
3.74 (s, 3 H), 3.72 (s, 3 H), 3.53 (s, 2 H), 2.69 (s, 3 H), 1 .78-1 .67 (m, 8 H). 

Example 2505 

4-{Benzyloxy>/^cls4-[(4-methylqulnolln-2-yl)amlno]cyclohexyl)benzamldetrm 

Step A: Synthesis of 4-(benzyloxy)-/V»{cl8-4-[(4-methylquinolln-2-yl)amino]cyclohexyl)-benzamide 
trlfluoroacetate. 

[0341] Using the procedure of step A of example 2502, the title compound was obtained. 

ESI MS m/e 466.2 M + H + ; 1 H NMR (400 MHz, DMSO-cy 5 12.39 (brs, 1 H), 9.25 (brs, 1 H), 8.06 (d, J= 6.0 Hz , 1 H), 
7.98-7.96 (m, 2 H), 7.84-7.76 (m, 3 H), 7.54 (t p J= 8.0 Hz , 1 H), 7.46 (d, J = 7.2 Hz, 2 H), 7.41 (t, J = 7.2 Hz, 2 H), 
7.35-7.31 (m, 1 H), 7.08 (d, J= 8.8 Hz, 2 H), 7.02 (brs, 1 H), 5.17 (s, 2 H), 4.09 (m, I H), 3.93 (m, 1 H), 2.66 (s, 3 H), 
1.84-1.72 (m, 8 H). 

Example 2506 

2K2-Methoxyphenoxy)-AJ {cte-4-[(4-me^ 

Step A: Synthesis of 2-(2-methoxyphenoxy)-N-{cls-4-[(4-methylquinolin-2-yl)amlno]cyclohexyl}acetamlde 
trlfluoroacetate. 

[0342] Using the procedure of step A of example 2502, the title compound was obtained. 

ESI MS m/e 420.2 M + H+ ; 1 H NMR (400 MHz, DMSO-d 6 ) 8 12.50 (brs, 1 H), 9.25 (brs, 1 H), 7.98-7.93 (m, 2 H), 
7.80-7.76 (m, 2 H), 7.53 (t, J = 5.6 Hz , 1 H), 7.02-6.85 (m, 5 H), 4.50 (s, 2 H), 4.07 (m, 1 H), 3.85 (m, 1 H), 3.79 (a, 3 
H), 2.61 (s, 3 H), 1.84-1.69 (m, 8 H). 

Example 2507 

2-(4-Fluorophenoxy)-AHcls-H(4-me^ trlfluoroacetate 

Step A: Synthesis of 2-(4-fluorophenoxy)-N-lcls-4-[(4-methylqulnolln-2-yl)amlno]cyclohexyl}nlcotinamlde 
trlfluoroacetate. 

[0343] Using the procedure of step A of example 2502, the title compound was obtained. 
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ESI MS m/e 471 .4 M + H+ ; >H NMR (400 MHz, CD 3 OD) 5 8.29 (dd, J = 7.6, 2.0 Hz, 1 H), 8.19 (dd, J = 4.8, 2.0 Hz, 1 
H), 8.01 ( d, J = 8.0 Hz, 1 H), 7.88 (brs, 1 H), 7.80 (t, J = 8.4 Hz, 1 H). 7.57 (t, J = 8.0 Hz, 1 H), 7.25-7.15 (m, 5 H), 
6.90 (brs, 1 H), 4.20 (brs, 1 H). 4.07 (brs, 1H), 2.67 (s. 3H), 2.02-1.81 (m, 8H). 

Example 2508 

2- (4-Chlorophenoxy)- N4da+[ (4-methylqulnoJln- 2- y l)amlno Jcy clohexy I) nicotinamide trlfluoroacetate 

Step A: Synthesis of 2-(4-Chlorophenoxy)-N-f cls^-[(4-methylquinolln-2-yl)amlnolcyclohexyl}nlcotlnamlde 
trlfluoroacetate. 

[0344] Using the procedure of step A of example 2502, the title compound was obtained. 
ESI MS m/e 487.2 M + H + ; 'H NMR (400 MHz, DMSO-d«) 8 13.0 (brs, 1 H), 9.50 (d, J= 6.8 Hz, 1 H), 8.35 (m, 1 H), 
8.19 (m, 1 H), 8.07 (d, J = 6.8 Hz. 1 H), 7.93 (d. J = 7.6 Hz. 1 H), 7.75 (t. J = 7.2 Hz. 1 H). 7.50 (m. 3 H), 7.30 (m, 3 
H), 7.10 (brs, 1 H), 4.38 (brs, 1 H), 4.01 (brs, 1 H), 2.57 (s, 3 H), 1.83 (m, 8H). 

Example 2509 

2,*Dlmrthoxy-iHd^[(4-memylqulnolln-2-yl^ 

Step A: Synthesis of 2,6-dlmethoxy-W-{cls-4-[(4-methylqulnolln-2-yl)amlno]cyclohexyl}nlcotlnamlde 
trlfluoroacetate. 

[0345] Using the procedure of step A of example 2502, the title compound was obtained. 

ESI MS m/e 421 .2 M + H+ ; *H NMR (400 MHz. DMSO-cy 5 13.1 (brs, 1 H), 9.74 (d, J = 8.0 Hz, 1 H), 8.30 (d, J = 8.4 
Hz, 1 H), 8.17 (d, J = 8.4 Hz, 1 H), 7.98 (m, 2 H), 7.60 (m, 1 H), 7.50 (t, J= 7.6 Hz, 1 H). 7.19 9 (brs, 1 H), 4.43 (brs, 
1H), 3.94 (brs, 7H), 2.58 (s, 3H), 1 .90 (m, 8 H). 

Example 2510 

cte-N-[4-Bromo-2-(trffluoromewoxy)benzyn-N^^^ 
trlfluoroacetate 

Step A: Synthesis of cl8-N-[4-bromo-2-(trlfluoronwthoxy)benzyl]-N^4-memylqulnolln-2-yl)cyclohexane- 
1,4-dlamlne bls-trlfluoroacetate. 

[0346] To a solution of c/s-N-(4-methyl-quinolin-2-yl)-cyclohexane-1 ,4-diamine (25.5 mg. 0. 1 mmol) in 0.5 mL MeOH 
was added 4-bromo-2-trifluoromethoxybenzaldehyde (26.9 mg. 0.1 mmol). The reaction mixture was stirred for a half 
hour and then sodium triacetoxyborohydride (84.8 mg, 0.4 mmol) was added to the reaction. The mixture was stirred 
overnight and then 0.5 mL of DMSO was added. The compound was then subjected to purification by prep LCMS to 
yield cte-/^[4-bromo-2-(trlfluoromethoxy)benzyl]-W-(4-methylquinolin-2-yl)cyclohexane-1.4-dlamine bis-trlfluoroace- 

tate (9.6 mg, 13%) as a white solid. 

ESI MS m/e 508.0 M + H+; 'H NMR (400 MHz. CD 3 OD) 8 8.04 (d. J = 8.0 Hz, 1 H), 7.84 (brs, I H), 7.81 (t, J = 7.2 Hz, 
1 H), 7.69-7.63 (m, 3 H), 7.58 (t, J = 8.0 Hz, 1H), 7.16 (brs, 1 H), 4.36 (s, 2 H), 4.26 (m, 1 H), 3.32-3.30 (m, 1 H), 2.71 
(s, 2 H), 2.66 (s. 3 H), 2.16-1.93 (m, 8 H). 

Example 2511 

cto-/«-[(5-Bromo-1H-lndol-3-yl)methyl]-Af-(4-methylqulnolln-2-yl)cyclohexane-1,4-dlamlne bls-trlfluoroacetate 

Step A: Syntheslsof cfe-W-[(5-bromo-1 H-lndol-3-yl)methyf]- V-(4-methylqulnolin-2-yl)cyclohexane-1 ,4-dlamlne 
bls-trlfluoroacetate. 

[0347] Using the procedure of step A of example 251 0, the title compound was obtained. 

ESI MS m/e 463.2 M + H+ ; 'H NMR (400 MHz, CD 3 OD) 8 8.03 (d, J = 8.0 Hz, 1 H), 7.92 (s, 1 H), 7.87 (brs, 1 H), 
7.80-7.76 (t, J = 7.2 Hz, 1 H), 7.57-7.53 (m, 2 H). 7.38 (d, J = 8.8 Hz, 1 H), 7.31 (d, J= 8.4 Hz, 1 H), 7.14 (brs. 1 H). 
4.47 (s. 2 H), 4.23 (m, 1 H), 3.37 (m, 1 H), 2.71 (brs, 2 H), 2.65 (s, 3 H), 2.15-1 .91 (m, 8 H). 
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Example 2512 

cis-AH3,5-Dlirothoxybenzyl)-AM^ bis-trifliioroacetate 

Step A: Synthesis of c/s-W-(3,5-dlmethoxybenzyl)-V-(4-methylqulnolin-2-yl)cyclohexane-1 ,4-diamlne bis- 
trlfluoroacetate. 

[0348] Using the procedure of step A of example 251 0, the title compound was obtained. 

ESI MS m/e 406.2 M + H + ; 1 H NMR (400 MHz, CD 3 OD) 5 8.03 (d, J= 8.0 Hz, 1 H), 7.88 (brs, 1 H), 7.80 (t, J = 7.2 Hz, 
1 H), 7.57 (t, J = 8.4 Hz, 1 H), 7.17 (brs, 1 H), 6.71 (s, 2 H), 6.55 (s, 1 H), 4.24 (m ( 1 H), 4.21 (s, 2 H), 3.81 (s, 6 H), 
3.35 (m t 1 H), 2.70 (brs, 2 H), 2.66 (s, 3 H), 2.14-1 .90 (m, 8 H). 

Example 2513 

cte-^(3,5-Dlchlorobenzyl)-V-(4-methylqulnolln-2-yl)cyclohexane-1,4Kjlamin^ bis-trlfluoroacetate 

Step A: Synthesis of cis-^(3,5-dlchlorobenzyl)-A/-(4-methylqulnolin-2-yl)cyclohexane-1 ,4-dlamlne bls- 
trlfluoroacetate. 

[0349] Using the procedure of step A of example 2510, the title compound was obtained. 

ESI MS m/e 414.2 M + H + ; 1 H NMR (400 MHz, CD 3 OD) 5 8.04 (d, J= 8.4 Hz, 1 H), 7.86 (brs, I H), 7.81 (t, J = 7.2 Hz, 
1 H), 7.58-7.54 (m, 4 H), 7.16 (brs, 1 H), 4.30 (s, 2 H), 4.25 (m, 1 H), 3.41 (m, 1 H), 2.76 (brs, 2 H), 2.66 (s, 3 H), 
2.12-1.92 (m, 8H). 

Example 2514 

cis-^(3,4-Dlfluorobenzyl)-W-(4-methylqulnolin-2-yl)cyclohexane-1,4-dlamlne bis-trlfluoroacetate 

Step A: Synthesis of cis-N-(3 9 4-dlfluorobenzyl)-NX4-methylquinolln-2-yl)cyclohexane-1 diamine bis- 
trlfluoroacetate. 

[0350] Using the procedure of step A of example 251 0, the title compound was obtained. 

ESI MS m/e 382.2 M + H+; 1 H NMR (400 MHz, CD 3 OD) S 8.03 (d, J = 8.0 Hz, 1 H), 7.86 (brs, 1 H), 7.80 (t, J = 7.2 Hz, 
1 H), 7.57-7.51 (m, 2H), 7.39-7.37 (m, 2 H), 7.16 (brs, 1H), 4.29 (s, 2 H), 4.25 (m, 1 H), 3.37 (m, 1H), 2.71 (brs, 2 H), 
2.66 (s,3H), 2.11-1.95 (m, 8 H). 

Example 2515 

M-(3,5-Difluorophenyl)-N , -}c/s-4-[(4-methylqulnolln-2-yl)amlno]cyclohexyl} urea trlfluoroacetate 

Step A: Synthesis of ^-(a.S-dlfluorophenylJ-N'-fcls-^^-methylqulnolln^-ylJamlnoJcyclohexylJurea 
trlfluoroacetate. 

[0351] To a solution of cis-A^(4-methyl-quinolin-2-yl)-cyclohexane-1,4-diamine (20 mg, 0.078 mmol) in 0.5 mL of 
DMSO was added 3,5-difluorophenyl isocyanate (9.3 uL, 0.078 mmol). The reaction mixture was stirred overnight and 
then 0.5 mL of DMSO was added to the mixture. The compound was then subjected to purification by prep LCMS to 
yield N-(3,5-difluorophenyl)-N-{cis-4-[(4-methylquinolin-2-yl)amino]cyclohexyl}urea trlfluoroacetate (12 mg, 29%) as a 
white solid.ESI MS m/e 411.2 M + H 4 ; 1 H NMR (400 MHz, CD 3 OD) 8 8.02 (d, J = 8.0 Hz, 1 H), 7.87 (brs, 1 H), 7.80 
(t, J = 7.6 Hz, 1 H), 7.56 (t, J = 7.6 Hz, 1 H), 7.07 (s, 1 H), 7.03 (s, 1 H), 6.97 (brs, 1 H), 6.50 (t, J = 9.2 Hz, 1 H), 4.02 
(m, 1 H), 3.89 (m, 1 H), 2.68 (brs, 3 H), 2.66 (s, 3 H), 1 .99-1 .78 (m, 8 H). 
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Example 2516 

/^3>Bta(trmuoron»thyl)phenyq-W-[cl^ 

Step A: Synthesis ef N^blsftrMuoromrthyOphenylJ-N'-tels^^ 
urea trtf luoroacetate. 

[0352] Using the procedure of step A of example 251 5, the title compound was obtained 

ESI MS m/e 511.2 M + H+; *H NMR (400 MHz, CD 3 OD) 8 8.02 (s, 2 H), 8.00 (s, 1 H), 7.87 (bra, 1 H) 7 80 (t J = 7 2 
Hz, 1 H), 7.57 (t, J = 8.0 Hz, 1 H), 7.49 (s, 1 H), 8.98 (bre, 1 H), 4.04 (m, 1 H). 3.91 (m, 1 H), 2.69 (brs, 3 H), 2.66 (s, 
3 H), 2.01-1 .80 (m, 8 H). 

Example 2517 

#VK3-Chlorophenyl)-Ar-^ 

Step A: Synthesis of AK3-ctilorophenyl)-Ar-{cte^ 
trtf luoroacetate. 

[0353] Using the procedure of step A of example 251 5, the title compound was obtained 

ESI MS m/e 409.2 M + H+; 1H NMR (400 MHz, CD 3 OD) 6 8.00 (d, J = 8.4 Hz, 1 H), 7.87 (brs, 1 H), 7.79 (t J = 7 6 Hz 
1 H), 7.59 (s, 1 H), 7.56 (t, J = 7.6 Hz, 1 H), 7.21-7.15 (m, 2 H), 6.96 (brs, I H), 6.93-6.91 (m, 1 H), 4.01 <m, 1 H)', 3 89 
(t, 1 H), 2.66 (brs, 6 H), 1 .99-1 .78 (m, 8 H). 

Example 2518 

AK3 > 4-Dlchlorophenyl)-Ar-{c/s-4-[(4-methy Iqu lnolln-2-yl) amlnojcyclohexy l}urea trrf luoroacetate 

Step A: Synthesis of A«3 l 4-dlchlorophenyl)-#V-{cl8^[(4^ethylqulnolln.2-y0amlno]cyclohexyl)urea 
trlf I uoroacetate. 

[0354] Using the procedure of step A of example 2515, the title compound was obtained 

ESI MS m/e 443.2 M+H + ; 1H NMR (400 MHz, CD 3 OD) 5 8.00 (d, J= 7.6 Hz, 1 H), 7.87 (brs, I H), 7.79-7.74 (m 2 H) 
7.56 (t, J = 7.6 Hz, 1 H), 7.34 (d, J = 8.4 Hz, 1 H), 7.20 (d, J = 8.4 Hz, 1 H), 6.97 (brs, 1 H), 4.02 (m, 1 H), 3.88 (m 1 
H), 2.66 (brs, 6 H), 1.98-1.78 (m, 8 H). ' * ' 1 ' 

Example 2519 

iV- (3-Methoxyphenyl>rV-{cls-4-[(4-methylqulnolln-2-yl)amino] cyclohexyl}urea trrfluoroacetate 

Step A: Synthesis of N (3-methoxyphenyl)-*V.{cis-4-[(4^nethylqulnolln.2-yl)amlno] cyclohexyllurea 
trlf I uoroacetate. 

[0355] Using the procedure of step A of example 251 5, the title compound was obtained 

ESI MS m/e 405.4 M + H + ; 1 H NMR (400 MHz, CD 3 OD) 5 8.00 (d, J = 8.0 Hz, 1 H), 7.87 (brs, 1 H), 7 79 (t J = 7 6 
Hz, 1 H), 7.56 (t, J = 8.0 Hz, 1 H), 7.14-7.10 (m, 2 H), 6.96 (brs, 1 H), 6.84 (d, J = 8.0 Hz, 1 H), 6.53 (d, J = 8 4 Hz 1H) 
4.01 (m, 1 H), 3.89 (m, 1 H), 3.75 (s, 3H), 2.71 (brs, 6 H), 1 .99-1 .78 (m, 8 H). 

Example 2520 

3.Methoxy.N-[cls-^(qulnolln-2-ylamlno)cyclohexyl]benramldetrlfluoroacetate 

Step A: Synthesis of cls-[4-(3-methoxy-benzoylamlno>cyclohexyl]-carbamlc acid terf-toutyl ester. 

[0356] To a solution of cis-(4-amino-cyclohexyl)-carbamic acid tert-butyl ester (2.8 g, 0.013 mol) in 40 mL CH.CU 
stirring on ice was added DIEA (3.41 mL, 0.020 mol). The solution was cooled on an ice bath and m-anisoyl chloride 
(1.84 mL, 0.013 mol) was added slowly. The solution was removed from the ice bath and stirring continued for an 
additional hour. The solvent was evaporated and the material was subjected to chromatography (0-40% ethyl acetate 
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in hexanes) to yield cis-[4-(3-methoxy-benzoylamino)-cyclohexyl]-carbamic acid tert-butyl ester (4.3 g, 94 %) as a white 
solid. 

ESI MS m/e 349.0 M + H + ; 1 H NMR (400 MHz, DMSO-de) 8 8.03 (d, J= 6.8 Hz, 1 H), 7.42-7.32 (m, 3 H), 7.07 (dd, J 
= 8.4, 2.4 Hz, 1 H), 6.62 (brs, 1 H), 3.79 (s, 3 H), 3.77 (m, 1 H), 3.41 (m, 1 H), 1 .71 -1 .70 (m, 4 H), 1 .52-1 .46 (m, 4 H), 
1.38 (s, 9H). 

Step B: Synthesis of cls-N-(4*amlno-cyclohexyl)-3-methoxy-benzamlde. 

[0357] To a solution of cis-[4-(3-methoxy-benzoylamino)-cyclohexyl]-carbamic acid fert-butyl ester (4.3 g, 0.01 2 mol) 
In 50 mL CH 2 CI 2 was added TFA (1 .84 mL, 0.024 mol). The solution was stirred for 4 hours and the solvent evaporated. 
The resulting oil was re-dissolved In 50 mL CH 2 CI 2 . The organic layer was extracted with 50 mL of a dilute NaOH (aq) 
/ NaHC0 3 (aq) solution. The aqueous layer was extracted twice more with CH^fe and the organic layers combined, 
dried over MgS0 4> and concentrated. The resulting precipitate was crystallized in ether and hexanes to yield 
cis-A^(4-amino-cyclohexyl)-3-methoxy-benzamide (2.4g, 78%) as a white solid. 

ESI MS m/e 249.0 M + H + ; 1 H NMR (400 MHz, DMSO-d 6 ) 5 8.10 (d, J = 7.2 Hz, 1 H), 7.42-7.32 (m, 3 H), 7.07 (dd, J 
= 8.0, 2.4 Hz, 1 H), 3.79 (brs, 4 H), 2.91 (m, 1 H), 1 .80-1 .74 (m, 2 H), 1 .52-1 .46 (m, 6 H), 1 .31 (brs, 2 H). 

Step C: Synthesis of 3-methoxy-/V-[c/^4-(quinolln-2-ylamlno)cyclohexyl]benzamlde trlfluoroacetate. 

[0358] To a solution of c/s-Af-(4-amino-cyclohexyl)-3-methoxy-benzamide (28.4 mg, 0.1 mmol) in 0.5 mL 2-propanol 
was added 2-chloroquinoline (32.7 mg, 0.2 mmol) and DIEA (34.8 uL, 0.2 mmol). The reaction mixture was heated in 
a microwave synthesizer at 170 °C for 10 hours. The solvent was removed and the resulting oil dissolved in 1 mL of 
DMSO. The compound was then subject to purification by prep LCMS to yield 3-methoxy-N-[cis-4-(quinolin-2-ylamino) 
cyclohexyQbenzamide trifluoroacetate (26 mg, 53%) as a colorless oil. 

ESI MS m/e 376.2 M + H + ; 1 H NMR (400 MHz, CD 3 OD) 5 7.85 (d, J = 9.2 Hz, 1 H), 7.62 (t, J= 8.8 Hz, 2 H), 7.50 (t, J 
= 7.2 Hz, 1 H), 7.39-7.36 (m, 3 H), 7.19 (t, J= 7.2 Hz, 1 H), 7.10-7.07 (m, 1 H), 6.82 (d, J = 9.2 Hz, 1 H), 4.18 (m, 1 
H), 4.02 (m, 1 H), 3.84 (s, 3 H), 1 .95-1 .22 (m, 1 H). 

Example 2521 

3- methoxy-Af-(c/s-4-{[4-(trlfluoromethyl)qulnolln-2-yl]amIno}cyclobexyl)benzamide trlfluoroacetate 
Step A: Synthesis of 2-chloro-4-trffluoromethyl-qulnollne. 

[0359] To a solution of 4-trifluoromethyl-quinolin-2-ol (1 .01 g, 0.0047 mol) in 10 mL POCI 3 was added N, AAdimeth- 
ylanlllne (661 uL, 0.0052 mol). The mixture was heated to reflux (125 °C) and stirred for 4 hours until the starting 
material completely dissolved and the solution turned dark purple in color. The solution was then cooled and poured 
slowly on ice (30 g; caution highly exothermic) to quench the reaction. The aqueous layer was then extracted three 
times with CH 2 CI 2 (25 mL). The organic layer was dried with MgS0 4 , concentrated, and subjected to purification by 
chromatography (100% CH 2 CI 2 ) to yield 2-chloro-4-trlfluoromethyl-quinoline (823 mg, 75%) as a slightly yellow solid. 
ESI MS m/e 232.0 M + H + ; 1 H NMR (400 MHz, DMSO-d 6 ) 8 8.15-8.09 (m, 2 H), 8.06 (s, 1 H), 8.01-7.97 (m, 1 H), 
7.88-7.85 (m, 1 H). 

Step B: Synthesis of 3-methoxy-M(cls-4-{[4-(trlfluoromethyl)qulnolin-2-yl]amlno}cyclohexyl)benzamlde 
trifluoroacetate. 

[0360] To a solution of cis-N-(4-amino-cyclohexyl)-3-methoxy-benzamide (50 mg, 0.20 mmol) in 0.5 mL 2-propanol 
was added 2-chloro-4-trifluoromethyl-quinoline (56 mg, 0.24 mmol), and DIEA (52.6 uL, 0.30 mmol). The reaction 
mixture was heated in a microwave synthesizer at 1 70° C for 5 hours. The solvent was removed and the resulting oil 
dissolved in 1 mL of DMSO. The compound was then subjected to purification by prep LCMS to yield 3-methoxy-N-(cis- 

4- {[4-(trifluoromethyl)quinolin-2-yl]amino}cyclohexyl)benzamide trifluoroacetate (71 .8 mg, 64%) as a white solid. 
ESI MS m/e 444.4 M + H + ; 1 H NMR (400 MHz, DMSO-d6) 5 8.22 (d, J= 6.4 Hz, 1 H), 7.79-7.77 (m, 2 H), 7.69 (m, 1 
H), 7.50 (s, 1 H), 7.44-7.34 (m, 4 H), 7.09 (dd, J= 8.0, 2.4 Hz 1 H), 4.14 (m, 1 H), 3.87 (m, 1 H), 3.80 (s, 3 H), 1 .94-1 .92 
(m,2H), 1.82-1.72 (m, 6 H). 
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Example 2522 

3-Methoxy-^{c/*4-[(qulnolln-2-ylmethyl)amlno]cyclohexyl}benzamlde trlfluoroacetate 

Step A: Synthesis of 3-methoxy-A/-{cls^[(qulnolln-2-ylmethyl)amlno]cyclohexyl}benzamlde trlfluoroacetate. 

[0361] Using the procedure of step A of example 2510, the title compound was obtained. 

ESI MS m/e 390.2 M + H + ; 1 H NMR (400 MHz, CD 3 OD) 8 8.41 (d, J = 8:8 Hz, 1 H), 8.14 (d, Jt= 8.4 Hz, 1 H), 7.99 (d, 
J= 8.0 Hz, 1 H), 7.84 (t, J=7.2 Hz, 1 H). 7.67 (t, J=7.2 Hz, 1 H), 7.55 (d, J= 8.4 Hz, 1 H), 7.43-7.36 (m, 3 H), 7.12-7.10 
(m, 1 H), 4.66 (s, 2 H), 4.13 (m, 1 H), 3.85 (s, 3 H), 3.46 (m, 1 H), 2.16-2.05 (m, 4 H), 2.05-1 .96 (m, 2 H), 1 .85-1 .78 
(m,2H). 

Example 2523 

N-(cls-4-{[4-(Dlmethylamino)-5-methylpyrimldln-2-yl]amino}cyclohexyl)-4-methylbenzamlde trlfluoroacetate 
Step A: Synthesis of 2-chloro-4-dlmethylamino-5-methylpyrlmldlne. 

[0362] In 8 mL tetrahydrofuran was dissolved 2,4-dichloro-5-methyipyrimidine (0.5 g, 3.07 mmol) at 0 °C. To the 
reaction mixture was added dimethylamine (2M in methanol, 3.4 mL, 6.8 mmol) dropwise. The reaction mixture was 
stirred at 1 0°C for 1 .5 hour: do not Increase the reaction temperature. The solution was concentrated and purified by 
flash chromatography (silica gel, 20% ethyl acetate and 5% methanol in hexanes) to give 2-chloro-4-dimethylamtno- 
5-methylpyrimidine (307 mg, 58%) as a white solid. 

ESI MS m/e 172 M+H+; 1 H NMR (400 MHz, CDCI3) 8 7.8 (s, 1 H), 3.1 8 (s, 6 H), 2.23 (s, 3 H). 

Step B: Synthesis of cls-[4-(4-dlmethylamino-5-methyl-pyrlmidln-2-ylamlno)-cyclohexyl]-carbamlc acid terh 
butyl ester. 

[0363] To a suspension of 2-ch!oro-4-dimethylamlno-5-methylpyrimidine (250mg, 1 .46 mmol) in 2-propanol (2.5 mL) 
was added cis-(4-amino-cyclohexyf)-cart>amic acid tert-butyl ester (340 mg, 1 .60mmol) and OIEA (507 }xL, 2.91 mmol). 
The reaction was performed In the Smith synthesizer for 4.5 hours at 175° C. The solution was concentrated and 
purified by flash chromatography (silica gel, 1% MeOH in CH2CI2) to give cis-[4-(4-dimethylamino-5-methyl-pyrimidin- 
2-ylamino) cyclohexyQ-carbamic acid tert-butyl ester (219 mg, 43 %) as a pale yellow solid. 

ESI MS m/e 350.4 M + H+; 1 H NMR (400 MHz, CDCI3) 8 7.80 (s, 1 H), 4.6 (brs, 1 H), 3.94 (brs, I H), 3.60 (brs, 1 H), 
3.02 (s, 6 H), 2.1 8 (s, 3 H), 1 .85-1 .70 (m, 8 H), 1 .41 (s, 9 H). 

Step C: Synthesis of cte-4-(4-dlmethylamino-5-methyl-pyrimidin-2-ylamino)-0-amino-cyclohexane. 

[0364] To a suspension of cls-[4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino) cyclohexyl]-carbamic acid tert- 
butyl ester (219 mg, 0.627 mmol) in DCM (3 mL) was added trifluoroacetic acid (2mL). The reaction stirred at room 
temperature for 2 hours and concentrated. A few drops NaHC0 3 was added, followed by 1M NaOH until the solution 
was basic. The product was extracted with H 2 0 and CH 2 Cl2 three times. The organic layers were combined, dried 
over MgS0 4 , filtered and concentrated to give cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-4-amlnocy- 
clohexane (115.9 mg, 74 %) as yellow oil. 

ESI MS m/e 250.2 M + H + ; 1 H NMR (400 MHz, CDCI3) 8 7.60 (s, 1 H), 4.95 (brs, 1 H), 3.90 (brs, 1 H), 2.98 (s, 6 H), 2.80 
(brs, 1 H), 2.48 (brs, 2 H), 2.04 (s, 3 H), 1 .78 (m, 2 H), 1 .62 (m, 4 H), 1 .4 (m, 2 H). 

Step D: Synthesis of N-(c/s-4-{[4-(dlmethylamlno)-5-methylpyrimidin-2-yl]amino)-cyclohexyl)- 
4-methylbenzamlde trlfluoroacetate. 

[0365] To a suspension of c/s-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-4-aminocyclohexane (30 mg, 0.12 
mmol) was added 4-methyl-benzoyl chloride (15.8 \iL, 0.12 mmol) and DIEA (5 drops). The reaction was stirred over- 
night at room temperature under argon gas. The solution was concentrated and the product purified using prep HPLC 
to give W-^c/s^-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-4-methylbenzamide trifluoroacetate 
(29.1 mg, 50.4 %) as a white solid. 

ESI MS m/e 368 M + H + ; 1 H NMR (400 MHz, DMSO-d 6 ) 8 8.70 (s, 1 H), 7.68 (d, J = 8.0 Hz, 2 H), 7.24 (d, J = 8.0 Hz, 
2 H), 6.72 (s, 1 H), 4.25 (s, 1 H), 3.23 (s, 6 H), 2.71 (s, 1 H), 2.34 (s, 3 H), 2.27 (s, 3 H), 1 .7-1 .88 (m, 8 H). 
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Example 2524 

/V4c/^-{[4-(Dlmethylamlno)-5^ hydrochloride 

Step A: Synthesis of f^c/s^4[4-(dlmethylamlno>-5-methylpyrlmldln-2-yllamlno)-cyclohexyl)- 
3,4-dlfluorobenzamlde hydrochloride. 

[0366] To a suspension of cis^-(4^imethylamino-5^ethyl-pyrimidin-2-ylamino)-4-aminocyclohaexane (70 mg, 
0.28 mmol) in DCM (5 mL) was added 3,4-difluorobenzoyl chloride (50 mg, 0.28 mmol) and DIEA (45 \iL t 0.28 mmol). 
The reaction was stirred overnight and the product was purified by column chromatography (silica gel, DCM/MeOH = 
100:0 to 90:10). The purified product was dissolved in DCM (3 mL), and 2M-HC1 in ethyl ether (0.3 mL) was added. 
After stirring 20 min, removal of the volatile solvent gave N-(cis^[4-(dimethylamlno)-5-methylpyrimidin-2-y)]amino} 
cyclohexyl)-3,4-difluorobenzamide hydrochloride (26 mg, 23 %) as a white solid. 

ESI MS m/e 390 M + H + ; 1 H NMR (400 MHz, DMSO-de) 8 11 .8 (brs, 1 H), 8.23 (brs, 1 H), 7.80 (m, 2 H), 7.63 (m, 1 H), 
7.51 (s, 1 H), 7.40 (d, J = 8.8 Hz, 1 H), 3.74 (brs, 2 H), 3.14 (s, 6 H), 2.11 (s, 3 H), 1 .73-1 .58 (m, 8 H). 

Example 2525 

3-Chloro-A/-(cl«-4-{[4-(dlmethylamlno)-5-methylpyrimldln-2-yGamlno}cyclohexyl)benzamlde hydrochloride 

Step A: Synthesis of 3-chloro-W-(cls-4-{[4-(dlmethylamlno)-5-methylpyrlmldin-2-yl]amlnoycyclohexyl) 
benzamlde hydrochloride. 

[0367] Using procedure of step A of example 2524, the title compound was obtained. 

ESI MS m/e 388 M + H + ; 1 H NMR (400 MHz, DMSO-de) « 11 7 (brs, 1H), 8.22 (brs, 1 H), 7.72 (m, 2 H), 7.62 (d, J = 
8.0 Hz, 1 H), 7.45 (s, 1 H), 7.42 (d, J = 8.0 Hz, 1 H), 7.32 (t, J = 7.6 Hz, 1 H), 3.70 (brs, 2 H), 3.10 (s, 6 H), 2.06 (s, 3 
H), 1.68-1 .54 (m, 8 H). 

Example 2526 

W^c/s-^[4-(Dlmethylamlno)-6-methylpyrlmldin-2-yl]amlno}cyclohexyl)-3-methylbenzamlde trifluoroacetate 
Step A: Synthesis of 2-chloro-4-dlmethylamlno-6-methylpyrlmldlne. 

[0368] In 100 mL tetrahydrofuran was dissolved 2,4-dichloro-6-methylpyrimidine (10 g, 61.3 mmol) at 0° C. To the 
reaction mixture was added dimethylamine (2M in methanol, 67.4 mL, 134.8 mmol) dropwise. The reaction mixture 
was stirred at 10 °C for 2.5 hours. The solution was concentrated and purified by flash chromatography (silica gel, 20% 
ethyl acetate and 5% methanol in hexanes) to give 2-chloro-4-dimethylamino-6-methylpyrimidine (4.18g, 40 %) as a 
pale yellow solid. 

ESI MS m/e 172 M + H+; 1 H NMR (400 MHz, CDCI3) 5 6.25 (s, 1 H), 3.2 (s, 6 H), 2.64 (s, 3 H). 

Step B: Synthesis of cis-[4-(4-dlmethylamino-6-methyl-pyrlmldln-2-ylamlno) cyclohexyl]-carbamlc acid tert- 
butyl ester. 

[0369] To a suspension of 2-chloro-4-dimethylamino-6-methylpyrimidlne (15 mg, 0.0874 mmol) in 2-propanol (1.7 
mL) was added ds-(4-amino-cyclohexyl)-carbamic acid tert- butyl ester (20.6 mg, 0.096 mmol) and DIEA (30.3 jiL, 
0.1 75 mmol). The reaction was performed in the Smith synthesizer for 4.5 hours at 1 75 °C. The solution was concen- 
trated and purified by flash chromatography (silica gel, 1% MeOH in CH 2 CI 2 ) to give c/s-[4-(4-dimethylamino-6-methyl- 
pyrimidin-2-ylamino) cyclohexylj-carbamic acid tert-butyl ester (18.9 mg, 62 %) as a pale yellow solid. 
ESI MS m/e 350.4 M + H + ; 1 H NMR (400 MHz, CDCI 3 ) 5 5.65 (s f 1 H), 4.75 (brs, 1 H), 4.0 (brs, I H), 3.60 (brs, 1 H), 
3.05 (s, 6 H), 2.22 (s, 3 H), 1 .78 (m, 6 H), 1 .59 (m, 2 H), 1 .44 (s, 9 H). 

Step C: Synthesis of c/a-4-(4-dlmethylamlno-6-methyl-pyrlmldin-2-ylamlno)4-amlnocyclohexane. 

[0370] To a suspension of cis-[4-(4-dimethylamino-6-methyl«i3yrimidin-2-ylamino) cyclohexylj-carbamic acid tert- 
butyl ester (617 mg, 1.77 mmol) in DCM (3 mL) was added trifluoroacetic acid (2mL). The reaction stirred at room 
temperature for 2 hours and concentrated. A few drops NaHC0 3 was added, followed by 1M NaOH until the solution 
was basic. The product was extracted with H 2 0 and CH 2 Cl2 three times. The organic layers were combined, dried 
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over MgS0 4 , filtered and concentrated to give cis^-(4^imethylamino-6HTiemyl-pyrimidin-2-ylamino)-4-aminocy- 
clohexane (31 8 mg, 72 %) as yellow oil. 

ESI MS m/e 250 M + H + ; 1 H NMR (400 MHz, CDCI3) 5 5.52 (s, 1 H), 5.10 (brs, 1 H), 3.88 (brs, 1 H), 3.20 (brs, 2 H), 
2.88 (s, 6 H), 2.75 (s, 1 H), 2.04 (s, 3 H), 1 .70 (m, 2 H), 1 .58 (m, 4 H), 1 .38 (m, 2 H). 

Step D: Synthesis of /VKc/s^[4-(dlmethylamlno)^methylpyrlmldln.2-yl]amlno}cyclohexyl^ 
3-methylbenzamlde trlfluoroacetate. 

[0371] Using the procedure of step D of example 2523, the title compound was obtained. 

ESI MS m/e 368.4 M + H+; NMR (400 MHz, DMSO-dg) 9.0 (s, 1 H), 7.6 (m, 2 H), 7.22 (s, 1 H), 6.72 (s, 1 H), 5.68 
(s, 1 H), 4.2 (s, 1 H), 4.12 (s, 1 H), 3.18 (s, 3 H), 3.08 (s, 3 H), 2.35 (s, 3 H), 2.29 (s, 3 H), 1.85-1.62 (m, 8 H). 

Example 2527 

e/^4-ff4-(Dimethylamlno)^-methylpyrM benzyl]- 
cyclohexanecarboxamlde 

Step A: Synthesis of cls-4-(4-dImethylamlno-6-methyl-pyrlmldln-2-ylamlno) cyclohexanecarboxyllc acid ethyl 
ester. 

[0372] To a suspension of 2-chloro-4-dimethylamino-6-methylpyrimidine (250 mg, 1 .46 mmol) in 2-propanol (1 .5 mL) 
was added cis-4-amino-cyclohexanecarboxyllc acid ethyl ester hydrochloride (330 mg, 1 .59 mmol) and DIEA (0.60 
mL, 3.44 mmol). The reaction was performed in the Smith synthesizer for I hour at 155 °C. The solution was concen- 
trated and purified by flash chromatography (silica gel, 1 % MeOH in CHgCy to give cis-4-(4-dimethyiamino-6-methyl- 
pyrimidin-2-ylamino) cyclohexanecarboxylic acid ethyl ester (378.9 mg, 84.7%) as a pale yellow solid. 
ESI MS m/e 307 M + H + ; 1 H NMR (400 MHz, DMSO-de) 5 7.62 (brs, 1 H), 6.21 (s, 1 H), 4.04 (q, J = 6.4 Hz, 2 H), 3.98 
(brs, 1 H), 3.15 (s, 6 H), 2.20 (s, 3 H), 1 .58-1 .80 (m, 8 H), 1 .20 (t, J = 6.0 Hz, 3 H). 

Step B: Synthesis of cls-4-(4<limethyiamlno-6-methyl-pyrimldln-2-ylamlno) cyclohexanecarboxylic acid. 

[0373] To a suspension of cis-4-(4-dimethylamino-6-methyl-pyrimidin-2-ylamlno) cyclohexanecarboxylic acid ethyl 
ester (597.6 mg, 1 .95 mmol) in H 2 0 (1 0 mL) and ethanol (0.3 mL) was added KOH (547 mg, 9.75 mmol). The reaction 
was stirred at 70 °C for 2.5 hours until reaction was homogenous. The reaction was cooled in an ice bath and acidified 
with concentrated HCI. The product was purified using flash chromatography (silica gel, 0-10% MeOH in CH 2 CI 2 ) to 
givecis-4-(4-dimethylamino-6-methyl-pyrimidin-2-ylamino) cyclohexanecarboxyllc acid (302 mg, 55%) as a white solid. 
ESI MS m/e 279.2 M + H+; NMR (400 MHz, CDCI 3 ) 5 8.50 (brs, 1 H), 5.79 (s, 1 H), 4.02 (brs, 1 H), 3.1 9 (brs, 6 H), 
2.49 (brs, 1 H), 2.29 (s, 3 H), 2.05 (m, 2 H), 1 .81 (m, 2 H), 1.64 (m, 4 H). 

Step C: Synthesis of c/^fl4-(dlmethylamlno)-6-methylpyrlm^ 
cyclohexanecarboxamlde. 

[0374] To a suspension of 3-trifluoromethylbenzylamine (14yL, 0.0987 mmol) and c/s-4-(4-dimethylamino-6-methyl- 
pyrimidin-2-ylamino) cyclohexanecarboxylic acid (25mg, 0.0898 mmoi) in DCM (5 mL) was added HATU (37.5mg, 
0.0987 mmol). The reaction stirred at room temperature under argon for 30 seconds and triethylamine (5 drops) was 
added. The reaction stirred under argon at room temperature for 16 hours. The reaction was quenched by diluting with 
5 mL DCM, followed by washing twice with saturated NaHC0 3 (5mL), twice with 1M HCI (5mL) and once with H 2 0 
(5mL). The product was purified by filtering through silica gel with 0-10% MeOH in CH 2 CI 2 to give c/s-4-{[4-(dimethyl- 
amino)-6-methylpyrimidin-2-yl]amino}-N-[3-(trifluoromethyl)benzyl]^clohexanecarboxamide (17.6mg, 45 %) as a 

white solid. 

ESI MS m/e 436 M+H+; 1 H NMR (400 MHz, CDCI3) 6 8.01 (brs, 1 H), 7.59 (brs, 1 H), 7.53 (m, 2 H), 7.40 (m, 2 H), 5.76 
(s, 1 H), 4.50 (d, J = 6.4 Hz, 2 H), 4.28 (brs, 1 H), 3.19 (s, 6 H), 2.39 (m, 1 H), 2.30 (s, 3 H), 2.0 (m, 2 H), 1.87 (m, 4 
H), 1.60 (m,2H). 
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Example 2528 

cfe^(4-(Dlmethylamino)-5-methy^ 
cyclohexaneearboxamide 

Step A: Synthesis of c/s-[4-(3-nrtroben2ylcarbamoyl)-cyclohexyl]-carbamlc acid tert-butyl ester. 

[0375] cls-4-(tert-Butoxycarbonylamino)-cyclohexanecart)oxylic acid (2.0 g, 8.2 mmol) and 3-nitrobenzyl amine hy- 
drochloride (1 .54 g, 8.2 mmol) in DCM (30 mL) was reacted in the presence of HATU (3.5 g, 9.02 mmol) and Et 3 N (4 
mL). The reaction was diluted with DCM, washed with 1 N-HCI and water, dried over MgS0 4 , and concentrated. From 
column chromatography (silica gel, DCM/MeOH = 100:0 to 95 to 5), 2.7 g (90 %) of cis-[4-(3-nitrobenzylcarbamoyl)- 
cyclohexyl]-carbamic acid terf-butyl ester was isolated. 

ESI MS m/e 378 M + H + ; 1 H NMR (400 MHz, CDCI3) 5 8.11 (brs, 1H), 8.09 (s, 1 H), 7.60 (d, J= 8.0 Hz, 1 H), 7.48 (t, 
J= 7.6 Hz, 1 H), 6.17 (brs, 1 H), 4.72 (brs, 1 H), 4.53 (d, J= 6.0 Hz, 2 H), 3.74 (brs, 1 H), 2.27 (m, 1 H), 1.80-1.71 (m, 
6 H), 1 .65-1 .59 (m, 2 H), 1 .45 (s, 9 H). 

Step B: Synthesis of cto-4-amlno-cyclohexanecarboxyllc acid 3-nitro-benzamfde hydrochloride. 

[0376] ds-t4-(3-Nitrobenzyicarbamoyl)-cyclohexyO-carbamic acid tert-butyl ester (2.5 g, 6.6 mmol) was reacted in 
TFA/DCM (1 :2 = 23 mL) for 2 hr at room temperature. After removal of the solvents, the residue was dissolved in DCM 
(15 mL), and added 2M-HCI in ethyl ether (2 eq.). After stirring for 20 min at room temperature, the volatile solvent 
was removed to give c/s-4-amino-cyclohexanecarboxylic acid 3-nitro-benzamide hydrochloride (2.0 g, 95 %) as a yel- 
lowish white solid. 

ESI MS m/e 278 M + H + ; 1 H NMR (400 MHz, DMSO-cy 8 8.53 (t, J = 6.0 Hz, 1 H), 8.07 (d, J= 7.6 Hz, 1 H), 8.06 (s, 
1 H), 7.84 (brs, 2 H), 7.68 (d, J = 7.6 Hz, 1 H), 7.59 (t, J = 7.6 Hz, 1 H), 4.37 (d, J= 6.4 Hz, 2 H), 3.13 (m, 1 H), 2.40 
(m, 1 H), 1 .89 (m, 2 H), 1 .68 (m, 4 H), 1 .57 (m, 2 H). 

Step C: Synthesis of cis-4-(4-dlmethylamIno-5-methyl-pyrlmidln-2-ylamino)-cyclohexanecarboxylic acid 
3-nltro-benzylamide. 

[0377] 2-Chloro-4-dimethylamino-5-methylpyrimidine (0.31 g, 1 .8 mmol) and c/s-4-amino-cyclohexanecarboxylic ac- 
id 3-nitro-benzylamide hydrochloride (0.52 g, I eq.) in IPA (2.5 mL) and DIEA (0.7 mL) was reacted in a Smith synthe- 
sizer. The reaction was diluted with DCM, washed with1N-HC! and water, dried over MgS0 4 , and concentrated. The 
crude compound was purified from column chromatography (silica gel, DCM/MeOH = 100:0 to 90:10) to give 0.23 g 
(31 %) of c/s-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexanecart>oxylic acid 3-nitro-benzylamide. 
ESI MS m/e 413 M + H+; *H NMR (400 MHz, CDCI 3 ) 5 8.11 (brs, 1H), 8.03 (d, J = 8.0 Hz, 1H), 7.95 (brs, 1H), 7.62 (d, 
J= 8.0 Hz, 1 H), 7.43 (t, J= 7.6 Hz, 1 H), 7.28 (s, 1 H), 4.51 (d, J=5.6 Hz, 2 H), 4.33 (m, 1 H), 3.23 (s, 6 H), 2.39 (m, 1 
H), 2.22 (s, 3 H), 2.02 (m, 2 H), 1 .86 (m, 4 H), 1 .60 (m, 2 H). 

Step D: Synthesis of cls-4-(4-dlmethylamlno-5-methyl-pyrlmldln-2-ylamino)-cyclohexanecarboxyllc acid 
3-amIno-benzylamlde. 

[0378] A solution of cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexane carboxylic acid 3-amino- 
benzylamide (0.21 g, 0.5 mmol) and 10 % Pd/C (50 mg) in EtOH (1 0 mL) was stirred overnight under H 2 atmosphere 
at room temperature. The reaction was filtered through a pad of celite. After removal of the volatile solvent, the residue 
was purified from a short pad of silica gel (DCM/MeOH = 1 00:0 to 80:20) to give 0. 1 8 g (95 %) of cis-4-(4-dimethylamino- 
5-methyl-pyrimidin-2-ylamino)-cyclohexanecarboxylic acid 3-amino-benzylamide as the desired product. 
ESI MS m/e 383 M + H+; 'H NMR (400 MHz, CDCI3) 5 7.29 (s, 1 H), 7.03 (t, J = 7.6 Hz, 1 H), 6.64 (m, 2 H), 6.51 (d, 
J = 8.0 Hz, 1 H),4.33 (d, J - 5.6 Hz, 2 H), 4.25 (brs, 1 H), 3.19 (s, 6 H), 2.32 (m, 1 H), 2.19 (s, 3 H), 1.97-1.78 (m, 6 
H), 1 .62 (m, 2 H). 

Step E: Synthesis of c/s-4-{[4-(dlmethyiamino)-5-methylpyrlmidin-2-yl]amino}-W-[3-(propionyiamlno)benzyl] 
cyclohexaneearboxamide. 

[0379] cis-4-(4-Dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexanecarboxylic acid 3-amino-benzylamide 
(30 mg, 0.075 mmol) and propionyl chloride (7 mg, 0.075 mmol) was reacted in the presence of catalytic Et 3 N (7 drops). 
The product was purified from column chromatography (silica gel, DCM/MeOH = 100:0 to 90:10) to give cis-4-{ 
[4-(dimethylamino)-5-methylpyrimidin-2-y^ (11 mg, 32 
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%). 

ESI MS m/e 439 M + H + ; *H NMR (400 MHz, CDCI 3 ) S B.63 (brs, 1 H), 7.92 (brs, 1 H), 7.36 (s, I H), 7.28 (s, 1 H), 7.21 
(t, J= 7.6 Hz, 1 H), 6.92 (d, J= 7.6 Hz, 1 H), 6.46 (brs, 1 H), 4.42 (d, J = 6.0 Hz, 2 H), 4.23 (m, 1 H), 3.22 (s, 6 H), 2.47 
(d, J = 7.6 Hz, 2 H), 2.33 (m, 1 H), 2.22 (s, 3 H), 1 .95-1 .90 (m, 6 H), 1 .63 (m, 2 H), 1 .22 (t, J = 7.6 Hz, 3 H). 

Example 2529 

cis-4-1 [4-(Dimethy lamlno)-5-methy^ 
cyclohexanecarboxamlde 

Step A: Synthesis of cis^{(4^dlmethylamlno)-5-methylpyr^^ 
cyclohexanecarboxamlde. 

[0380] Using the procedure of step E of example 2528, the title compound was obtained. 

ESI MS m/e 453 M + H^H NMR (400 MHz, CDCI 3 ) 8 8.80 (brs, 1 H), 8.10 (brs, 1H), 7.93 (brs, 1 H), 7.39 (s, 1H), 7.23 
(s, 1 H), 7.18 (t, J= 7.6 Hz, 1 H), 6.91 (d, J= 7,6 Hz, 1H), 6.69 (brs, 1H), 4.40 (d, J = 5.6 Hz, 2 H), 4.22 (m, 1H), 3.23 
(s, 6 H), 2.74 (m, 1 H), 2.33 (m, 1 H), 2.20 (s, 3H), 1 .96-1 .87 (m, 6 H), 1 .60 (m, 2 H), 1 .22 (d, J = 6.4 Hz, 6 H). 

Example 2530 

c/^{[4-(Dimethylamino)-5-methylpyrlm^ 
cyclohexanecarboxamlde. 

Step A: Synthesis of c^4-ff4-(dimethylamlno)-5-methylpyrlmldln-2-yl]amlno}-W-{3-[(3-methylbutanoyl)amlno] 
benzyl}cyclohexanecarboxamlde. 

[0381] Using the procedure of step E of example 2528, the title compound was obtained. 

ESI MS m/e 467 M + H + ; 1 H NMR (400 MHz, CDCI3) 8 8.62 (brs, 1 H) f 8.04 (brs, 1 H), 7.91 (d, J = 7.2 Hz, 1 H), 7.35 
(s, 1 H), 7.26 (s, 1 H), 7.20 (t, J = 7.6 Hz, 1 H), 6.93 (d, J = 7.6 Hz, 1 H), 6.59 (brs, 1 H), 4.42 (d, J= 5.2 Hz, 2 H), 4.22 
(m, 1 H), 3.23 (s, 6 H), 2.33 (m, 1 H), 2.31 (d, J= 7.2 Hz, 2H), 2.23 (m, 1 H),2.21 (s, 3 H), 1 .96-1 .87 (m, 6 H), 1 .62 (m, 
2H), 1.00 (d, J = 6.0 Hz, 6 H). 

Example 2531 

c/s^4-(Dlmethylamino)-5-methylpyr^ 
cyclohexanecarboxamlde 

Step A: Synthesis of cls-4-{[4-(dlmethylamlno)-5-methylpyrlmidln-2-yl]amlno}-N-(3-[(2 l 2-dimethylpropanoyl) 
amlno]ben2yl}cyclohexanecarboxamide. 

[0382] Using the procedure of step E of example 2528, the title compound was obtained. 

ESI MS m/e 467 M + H+; 'H NMR (400 MHz, CDCI3) 8 7.84 (brs, 1 H), 7.78 (d, J= 7.6 Hz, 1 H), 7.40 (s, 1 H), 7.25 (s, 
1 H), 7.22 (t, J= 7.6 Hz, 1 H), 7.00 (d, J= 7.6 Hz, I H), 6.85 (brs, 1 H), 4.41 (d, J=5.6 Hz, 2 H), 4.23 (m, 1 H), 3.23 (s, 
6 H), 2.34 (m, 1 H), 2.22 (s, 3 H), 1 .99-1 .84 (m, 6 H), 1 .60 (m, 2 H), 1 .33 (s, 9 H). 

Example 2532 

cls-N-)3-[(Cydobutylcarbonyl)amlno]be 
cyclohexanecarboxamlde 

Step A: Synthesis of cls-N.{3-[(cyclobutylcarbonyl)amino]benryq-4-{[4-(dlmethylamlno)-5-methylpyrlmldln- 
2-yl]amino}cyclohexanecarboxamide. 

[0383] Using the procedure of step E of example 2528, the title compound was obtained. 

ESI MS m/e 465 M + H + ; 1 H NMR (400 MHz, CDCI 3 ) 8 8.50 (brs, 1 H), 8.23 (brs, 1 H), 7.93 (d, J = 6.4 Hz, 1 H), 7.33 
(s, 1 H), 7.24 (s, 1 H), 7.20 (t, J = 8.0 Hz, 1 H), 6.92 (d, J= 8.0 Hz, 1 H), 6.76 (brs, 1 H), 4.41 (d, J= 5.6 Hz, 2 H), 4.23 
(m, 1 H), 3.33 (m, 1 H), 3.24 (s, 6 H), 2.35 (m, 4 H), 2.21 (s, 3 H), 2.18 (m, 1 H) ( 2.00-1.87 (m, 8 H), 1.60 (m, 2 H). 
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Example 2533 

cJ^AK3^(Cyclopentylcart>onyl)amlno]benzyl^ 
cyctohexanecarboxamide 

Step A: Synthesis of cte-N-{3-[(cyclopentylcarbony^ 
2-yl]amlno}cyclohexanecarboxamlde. 

[0384] Using the procedure of step E of example 2528, the title compound was obtained. 

ESI MS m/e 479 M + H+; 1 H NMR (400 MHz, CDCI3) 5 8.47 (brs, 1 H), 8.10 (brs, 1 H), 7.91 (d, J = 6.4 Hz, 1 H), 7.35 
(s, 1 H), 7.26 (s, 1 H), 7.20 (t, J = 8.0 Hz, 1 H), 6.93 (d, J = 7.6 Hz, 1 H), 6.61 (brs, 1 H), 4.42 (d, J = 5.6 Hz, 2 H), 4.22 
(m, 1 H), 3.22 (s, 6 H), 2.85 (m, 1 H), 2.33 (m, 1 H), 2.21 (s, 3 H), 2.00-1.88 (m, 10 H), 1.75 (m, 2 H), 1.60 (m, 4 H). 

Example 2534 

cte-N-{3-[(Cyclohexylcarbonyl)amlno }benzyl]-4-{[4-(dimethylamlno)-5-methylpyrimidln-2-yl]amlno} 
cyclohexanecarboxamlde. 

StepA: Synthesis of c/s-fl43-[(cydohexylcartaonyl)amIno]benzyl}-4^ 
2-yl]amlno]cyclohexanecarboxamide. 

[0365] Using the procedure of step E of example 2528, the title compound was obtained. 

ESI MS m/e 493 M + H + ; 1 H NMR (400 MHz, CDCI3) 5 8.30 (brs, 1 H), 8,01 (brs, 1 H), 7.86 (d, J = 7.6 Hz, 1 H), 7.36 
(s, 1 H), 7.26 (s, 1 H), 7.20 (t, J = 8.0 Hz, 1 H), 6.94 (d, J = 7.6 Hz, 1 H), 6.65 (brs, 1 H), 4.41 (d, J = 5.2 Hz, 2 H), 4.22 
(m, 1 H), 3.22 (s, 6 H), 2.35 (m, 2 H), 2.21 (s, 3 H), 196-1.28 (m, 18 H). 

Example 2535 

c^AH3-[(C*clopropyl<»rbonyl)amino]^^ 
cyclohexanecarboxamlde 

Step A: Synthesis of ci^AH3-[(cyclopropylcarbonyl)amta 
2-yl]amino}cyclohexanecarboxamlde. 

[0386] Using the procedure of step E of example 2528, the title compound was obtained. 

ESI MS m/e 451 M + H+; 1 H NMR (400 MHz, CDCI 3 ) 5 9.10 (brs, 1 H), 7.93 (m, 1 H), 7.36 (s, I H), 7.25 (s, 1 H), 7.19 
(t, J= 8.0 Hz, 1 H), 6.90 (d, J= 7.2 Hz, 1H), 6.50 (brs, 1 H), 4.43 (d, J = 6.0 Hz, 2 H), 4.23 (m, 1 H), 3.23 (s, 6 H), 2.33 
(m, 1 H), 2.21 (s, 3 H), 1 .96-1 .88 (m, 7 H), 1 .63 (m, 2 H), 1 .03 (m, 2 H), 0.79 (m, 2 H). 

Example 2536 

fl^(c/s^{[4-(Dlmethylamino)-5-m 
benzamlde. 

Step A: Synthesis of {c/s-4-[(3-nltro-benzoylamlno)-methyl]-cyciohexyl}-carbamlc acid tert-butyl ester. 

[0387] A mixture of cis-(4-aminomethyl-cyclohexyl)-carbamic acid tert-butyl ester (1 .55 g, 6.8 mmol) and 3-nitroben- 
zoyl chloride (1 .25 g, 6.8 mmol) was stirred overnight at room temperature, diluted with DCM, washed with 1N-HCI 
and water, and concentrated. The crude product was preliminary purified by a short pad of silica gel with DCM/MeOH 
( 1 00:0 to 90: 1 0) to give 1 .5 g (75 %) of {cis-4-[(3-nitro-benzoy lamino)-methyl]-cyclohexyl}-carbamic acid tert-butyl ester. 
ESI MS m/e 378 M + H+; ^H NMR (400 MHz, CDCI 3 ) 8 8.54 (t, J = 2.0 Hz, 1 H), 8.33 (d, J = 8.0 Hz, 1 H), 8.14 (d, J = 
8.0 Hz, 1 H), 7.63 (t, J = 7.6 Hz, 1 H), 6.31 (brs, 1 H), 4.62 (brs, 1 H), 3.73 (brs, 1 H), 3.41 (t, J = 6.4 Hz, 2 H), 1 .72-1 .57 
(m, 7 H), 1 .44 (s, 9 H), 1 .32 (m, 2 H). 

Step B: Synthesis of cls-N-(4-amlno-cyclohexylmethyl)-3-nltro-benzamlde hydrochloride. 

[0388] {c/s-4-[(3-Nitro-benzoylamino)-methyl]-cyclohexyl}-carbamic acid tert-butyl ester (1 .4 g, 3.7 mmol) in DCM/ 
TFA (1:1 = 13 mL) was stirred for 2 h at room temperature. After removal of the volatile solvent, the residue was 
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dissolved in DCM (10 mL), and 2M-HCI in ether (4 mL) was added. After stirring for 20 min at room temperature, 
removal of the volatile solvent gave 1 .2 g (82 %) of c/s-A/-(4-amino-cyclohexy lmethyl)-3-nitro-benzamfde hydrochloride 
as the desired product. 

ESI MS m/e 278 M + H+; 1 H NMR (400 MHz, DMSO-de) 6 8.91 (t, J = 5.6 Hz, 1 H), 8.65 (m, 1 H), 8.36 (d, J = 2.0 Hz, 

1 H), 8.29 (d, J = 8.0 Hz, 1 H), 7.97 (brs, 2 H), 7.74 (t, J = 8.0 Hz, 1 H), 3.25 (t, J = 6.8 Hz, 2 H), 3.13 (brs, 1 H), 1.77 
(m f 1 H), 1 .65-1 .61 (m, 4 H), 1 .51 (m, 4 H). 

Step C: Synthesis of cls-^[4^4-dlmethylamlno-5-methyl-pyrlmldln-2-ylamlno)-cyclohexylmethyl]-3-nltro^ 
benzamide. 

[0389] A solution of 2-chloro-4-dimethylamino-5-methylpyrimidine (0.25 g, 1 .46 mmol) and ris-N-(4-amino-cyclohex- 
ylmethyl)-3-nltro-benzamide hydrochloride (0.46 g) in IPA (2 mL) and DIEA (0.46 mL) was reacted for I hr 10 min. at 
1 55 °C in a Smith synthesizer. The reaction was diluted with DCM, washed with 1 N-HCI and water, dried over MgS0 4 , 
and concentrated. The crude compound was purified from column chromatography (silica gel, DCM/MeOH = 100:0 to 
90:10) to give 0.23 g (38 %) of c/s-N-[4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexylmethyl]-3-nitro- 
benzamide. 

ESI MS m/e 413.2 M + H+; 1 H NMR (400 MHz, CDCy 88.7 (t, J= 2.0 Hz, 1 H), 8.34 (d, J= 7.6 Hz, 1 H), 8.28 (d, J = 
8.0 Hz, , 1 H), 8.20 (brs, 1 H), 7.60 (t, J = 7.6 Hz, 1 H) f 7.35 (brs, 1 H), 7.25 (s, 1 H), 4.18 (m, 1 H), 3.48 (t, J = 4.8 Hz, 

2 H), 3.24 (s, 6 H), 2.21 (s, 3H), 1 .89-1 .57 (m, 9 H). 

Step D: Synthesis of M{(cls-4-{[4-(dlmethylamlno)-5-methylpyrlmldin-2-yllamlno}-cyclohexyl)methyl]- 
3-[(3-methylbutanoyl)aminolbenzamlde. 

[0390] A solution of cis-N^4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexylmethyl)-3-nitro-benzamide 
(0.22 g, 0.53 mmol) and 10 % Pd/C (30 mg) in EtOH (15 mL) was stirred overnight under H 2 atmosphere at room 
temperature. The reaction was filtered through a pad of celite. After removal of the volatile solvent, the residue was 
purified from a short pad of silica get (DCM/MeOH = 1 00:0 to 80:20) to give 0.1 9 g (95 %) as yellowish oil. 1 7 mg (0.04 
mmol) of this oil was reacted with isovaleryl chlorides (5 mg, 0.04 mmol) using the procedure of step E of example 
2528 to give AH(cfe4-{[4-(dimethylamino)-5«methylpyri 
aminojbenzamide (9 mg, 47 %). 

ESI MS m/e 467.6 M + H + ; 1 H NMR (400 MHz, CDCI 3 ) 8 9.11 (brs, 1 H), 8.22 (d, J= 7.2 Hz, 1 H), 8.04 (s, 1 H), 7.55 
(d, J = 7.6 Hz, 1 H), 7.34 (t, J = 7.6 Hz, 1 H), 7.30 (s, 1 H), 6.42 (m, 1 H), 4.14 (m, 1 H), 3.43 (t, J = 4.8 Hz, 2 H), 3.19 
(s, 6 H), 2.33 (d, J = 6.8 Hz, 2 H), 2.25 (m, 1 H), 2.20 (s, 3 H), 1 .94 (m, 2 H), 1 .72-1 .59 (m, 7 H), 1 .02 (d, J = 6.4 Hz, 6 H). 

Example 2537 

^(c/s-4-{[4-(Dlmethylamlno)-5-me 
benzamide 

Step A: Synthesis of ^(cte-4-{[4-(dlmethy!amlno)-5-methylpyr1midln-2-yl]amino}-cyclohexyl)methyl]- 
3-(propfonylamlno)benzamlde. 

[0391] Using the procedure of step D of example 2536, the title compound was obtained. 

ESI MS m/e 439 M + H + ; 1 H NMR (400 MHz, CDCI 3 ) 8 9.10 (brs, 1 H), 8.23 (d, J = 7.2 Hz, 1 H), 8.02 (s, 1 H), 7.55 (d, 
J= 8.0 Hz, 1 H), 7.35 (t, J= 7.6 Hz, 1 H), 7.29 (s, 1 H), 6.36 (m, 1 H), 4.16 (brs, 1 H), 3.47 (m, 2 H), 3.21 (s, 6 H), 2.50 
(q, J= 7.6 Hz, 2 H), 2.21 (s, 3 H), 1 .95 (m, 2 H), 1 .72-1 .61 (m, 7 H), 1 .25 (t, J = 7.2 Hz, 3 H). 

Example 2536 

M{(cte-4-{[4-(Dimethylamlno)-5-methyl^ 
benzamide 

Step A: Synthesis of /V-[(c/s-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-cyclohexyl)methyl]- 
3-(teobutyrylamino)benzamlde 

[0392] Using the procedure of step D of example 2536, the title compound was obtained. 

ESI MS m/e 453 M + H + ; 1 H NMR (400 MHz, CDCI 3 ) 8 9.09 (brs, 1 H), 8.23 (d, J= 6.8 Hz, 1 H), 8.07 (s, 1 H), 7.55 (d, 
J= 7.6 Hz, 1 H), 7.34 (t, J= 7.6 Hz, 1 H), 7.29 (s, 1 H), 6.38 (m, 1 H), 4.16 (brs, 1 H), 3.45 (m, 2 H), 3.21 (s, 6 H), 2.73 
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(m, 1 H), 2.20 (8, 3 H), 1 .95 (m, 2 H), 1 .72-1 .61 (m, 7 H), 1 .26 (d, J= 6.8 Hz, 6 H). 
Example 2539 

3^(Cydopropylearbonyi)amlno]-N-[(cls4-fl^ 
methyl]benzamide 

Step A: Synthesis of 3^(cyclopropylcarbonyl)amlnol-AH(cta^ 
amlno)eyclohexyl)methyllbenzamlde 

[0393] Using the procedure of step D of example 2536, the title compound was obtained. 

ESI MS m/e 451 M + H+; <H NMR (400 MHz, CDCIg) 8 9.60 (brs. 1 H), 8.22 (d, J= 6.8 Hz, 1 H), 8.03 (s, 1 H), 7.56 (brs, 
1 H), 7.55 (d, J=7.6Hz, 1 H). 7.32 (t, J = 7.6 Hz, 1 H), 7.28 (s, 1 H), 6.41 (m, 1 H), 4.15 (brs, 1 H), 3.45 (m, 2 H), 3.21 
(s, 6 H), 2.20 (s, 3 H), 1 .95 (m, 2 H), 1.89 (m, 1 H), 1.72-1 .61 (m, 7 H), 1.05 (m, 2 H), 0.82 (m, 2 H). 

Example 2540 

3-[(Cydobutylcarbonyl)aminoh/^{(cls^a^ 
methyl}benzamide 

3H(eyclobutylcart>onyl)amlnol-AH(c/s^ 
methyl]benzamlde. 

[0394] Using the procedure of step D of example 2536, the title compound was obtained. 

ESI MS m/e 465 M + H+; 1 H NMR (400 MHz, CDCI 3 ) 8 8.90 (brs, 1 H), 8.21 (d, J= 6.8 Hz, 1 H), 8.04 (s, 1 H), 7.54 (d, 
J= 8.0 Hz, 1 H), 7.34 (t, J= 7.6 Hz, 1 H), 7.31 (s, 1 H), 6.41 (m, 1 H), 4.14 (brs, 1 H), 3.43 (t, J= 5.2 Hz, 2 H). 3.34 (m, 
1 H), 3.19 (s, 6 H), 2.41 (m, 2 H), 2.23 (m, 1 H), 2.20 (s, 3 H), 2.02-1 .88 (m. 4 H), 1 .72-1 .55 (m, 8 H). 

Example 2541 

3H(Cyclopentylcamonyl)amlno]-W-[(c/^{[4-(dlmethylamlno)-5-methylpyrlmldln-2-yl]amlno}cyclohexyO 
methyl]benzamide. 

Step A: Synthesis of 3-[(cyclopentylcarbonyl)aminoy-N-[(c/s-4-3 [4-(dlmethylamlno)-5-methylpyrimldin-2-yl] 
amino}cyelohexyl)methyl]benzamide. 

[0395] Using the procedure of step D of example 2536, the title compound was obtained. 

ESI MS m/e 479 M + H + ; 1 H NMR (400 MHz, CDCI3) 8 9.14 (brs, 1 H). 8.22 (d, J= 7.2 Hz, 1 H), 8.07 (s, 1 H), 7.54 (d, 
J = 8.0 Hz, 1 H), 7.33 (t, J = 8.0 Hz, 1 H), 7.29 (s, 1 H), 6.43 (m, 1 H), 4.14 (brs, 1 H), 3.44 (t, J = 5.2 Hz, 2 H). 3.19 
(s, 6 H), 2.91 (m,1 H), 2.20 (s, 3 H), 1.98-1.59 (m, 17 H). 

Example 2542 

3-[(Ctyelohexylcarbonyl)amlno)-AH(cls-44^ 
methyljbenzamide 

Step A: Synthesis of 3-[(cyclohexylcarbonyl)amlno]-Af-[(cto-4-a4-(dlmethylamino)-5-methylpyrlmldln-2-yl] 
amlno}cyclohexyl)methyl]benzamide. 

[0396] Using the procedure of step D of example 2536, the title compound was obtained. 

ESI MS m/e 479 M + H+; 'H NMR (400 MHz, CDCI3) 8 8.94 (brs, 1 H). 8.17 (d, J= 7.2 Hz, 1 H), 8.05 (s, 1 H), 7.54 (d, 
J = 8.0 Hz, 1 H), 7.33 (t, J = 8.0 Hz, 1 H), 7.30 (s, 1 H), 6.44 (m, 1 H), 4.13 (brs, 1 H), 3.42 (t, J = 5.2 Hz. 2 H). 3.19 
(s, 6 H), 2.42 (m,1 H), 2.20 (s, 3 H), 1 .98-1 .52 (m, 15 H), 1 .29 (m, 4 H). 

Examples 2543-2553 

[0397] Compounds 2543 to 2553 were prepared in a similar manner as described in Example 2497 using the appro- 
priate acid chloride and amine intermediate from Step D. 
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Examples 2554-2557 

[0398] Compounds 2554 to 2557 were prepared in a simitar manner as described in Example 2502 using the appro- 
priate carboxyiic acid and amine intermediate from Example 2497 Step D. 

Examples 2558-2561 

[0399] Compounds 2558 to 2561 were prepared in a similar manner as described in Example 251 5 using the appro- 
priate isocyanate and amine intermediate from Example 2497 Step 0. 

Examples 2562 and 2563 

[0400] Compounds 2562 and 2563 were prepared in a similar manner as described in Example 2523 using the 
appropriate acid chloride and amine intermediate from Step C. 

Examples 2564-2570 

[0401] Compounds 2564 to 2570 were prepared in a similar manner as described in Example 2526 using the appro- 
priate acid chloride and amine intermediate from Step C. 

Examples 2571-2587 



[0402] Compounds 2571 to 2587 were prepared in a similar manner as described In Example 2527 using the appro- 
priate benzyl amine and carboxyiic acid intermediate from Step B. 



Ex. No. compound name 


MS 


class 


2543 


3-methy l-N-{cis-4-[(4-methylqu inolin-2-yl)amino]cyclohexyl } 
benzamide 


374.2 (M + H) 




2544 


4-methyl-N-{cis-4-[(4-methylquinolin-2-y0amino]cyclohexyl) 
benzamide 


374.2 (M+H) 




2545 


4-fluoro-N-{cis-4-[(4-methylqulnolin-2-yl)amino]cyclohexyl} 
benzamide 


378.2 (M + H) 




2546 


N-{cis-4-[(4-methylquinolin-2-yl)amino]cyclohexyl} 
-3-(trifluoromethyl)benzamide 


428 (M+H) 




2547 


3-chloro-N-{cis-4-[(4-methylquinoIin-2-yl)amino]cyclohexyl} 
benzamide 


394.2 (M + H) 




2548 


N-{cis-4-[(4-methylquinolin-2-yl)amino]cyclohexyl}-3,5-bis 
(trifluoromethyl)benzamide 


496.2 (M+H) 




2549 


3-methoxy-N^cis-4-[(4-methylquinol^n-2-yl)amino]cyclohexyl} 
benzamide 


390.4 (M+H) 




2550 


3-cyano-N-{cis-4-[(4-methylquinolin-2-yl)amino)cyclohexyl) 
benzamide 


385.2 (M + H) 




2551 


2-(4-chlorophenoxy)-N-{cls-4-[(4-methylquinolin-2-yl)amlno] 
cyclohexyljacetamide 


424.2 (M+H) 




2552 


3,4,5-trimethoxy-N-{cis-4-[(4-methylquinolin-2-yl)amino] 
cyclohexyl }benzamide 


450.4 (M + H) 




2553 


3,5-dimethoxy-N-{cis-4-[(4-methylquinolin-2-yl)amino] 
cyclohexyl} benzamide 


420.2 (M + H) 




2554 


2-(3-methoxyphenoxy)-N-{cis-4-[(4-methylquinolin-2-yl)amino] 
cyclohexyl } acetamide 


420.2 (M + H) 
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(continued) 



Ex. No. compound name 


MS 


class 


2555 


^PRVP-/3-^htornnhpnvlVP-hvrimYv-hJ^riQ-4-f^4-fTiPth\/lnL]inolin- 

2-yl)amino]cyclohexyl} acotamide 


424.2 (M + H) 


1 




9- (%m m Attn/ 1 n h a n nv\i) -N-/<**ic-4-17 A- m othvl n 1 1 i n n 1 i n -9>ul \fl rm in nl 

cyclohexyl} acetamlde 


404.2 (M + H) 


1 




0"Drorno-iN^ci5^"^^"fTiBinyiquinoi 
428 (M furamide 


428 (M +H) 


1 


zooo 


KJ T>1 /Ha n T\#lrt rs ho n\/ 11 _M'_./^io_j4_IY A.m aX h\/lni linnl in 0_\/l\ a minnl 

iN"[4'(uen£yioxyjpn6nyij"iN "\ci5^"^^"rneinyi^uinoHn-^"y i /arninoj 
cyclohexyl} urea 


481 .2 (M+H) 






iN^c»^-[^*meinyiquinoiin-t-yi^aminojcycionexyi) 
-N'-(4-phenoxyphenyl)urea 


467.4 (M + H) 


1 


2560 


N^cis-4-[(4-meinyiquinoHn-£-yi;aminojcycionexyi ) 
-N'-(3-phenoxyphenyl)urea 


467.4 (M + H) 




2561 


iN-\Ci8-4-[(4-meinyiquinoiin-^-yf;€UTiinojcycionexyi} 
-N , -(2-phenoxyphenyl)urea 


! 467.4 (M + H) 


1 


2562 


N-(ci6-4^[4-(aimetnyiamino)-5-metnyipyrimiain-2-yijamino) 
cyclohexyl)-3-methylbenzamide 


368.2 (M+H) 


1 


2563 


N-(cis-4^[4-(dlmethylamino)-5-methylpynmiain-2-yljamlno} 
cyclohexyl)-3-methoxybenzamide 


384.2 (M + H) 


1 


2564 


N-(cis-4^[4-(aimetnylamino)^-metnylpyrimiain-2-ylj€UTiino} 
cyclohexyl) -3-methoxybenzamide 


384.2 (M + H) 


1 


2565 


Kl /aU il tT A / rlln n thi il n n m.i , , X O hi n tin i il«-i i irim t rli.i O iiIIamihhI 

N-(cis-44[4-(aimetnylamino)-6-metnylpyrimidin-2-yljamino} 
cyclohexyl)-4-methylbenzamide 


368.2 (M + H) 


1 


2566 


4-cnloro-N-(ci8-^{[4-(aimetnyiamino)-o-metnyipyrimiain-2-yij 
amino}cyclohexyl)benzamide 


388.2(M+H) 


1 


2567 


3<Jnioro-N-(ci8^-{i4-(dimetnyiamino)-o-meinyipyrimiain-2-yij 
amino}cyclohexyi)benzamide 


388.4 (M + H) 


1 


2568 


N-(cls-4^[4-(alJT^etnylamlno)-6-metnylpy^lmlaln-z-yl]amlno} 
cyclohexyl)-3,4-difluorobenzamide 


390.2 (M + H) 


1 




N-(cis-4^i4-(oimeinyjamino/-o-m6m 
cyclohexyl)-4-(trifluoromethoxy)benzamjde 


438.2 (M + H) 




OC7A 


iN-^cis-4^|4-\Qi!Tieinyiamino^ 
cyclohexyl)-4-fluorobenzamide 


372.2 (M + H) 


1 




cis^^L4-{oimeinyiaminoj-o-meinyipyrimra 
-N-(3-iodobenzyl)cyclohexanecarboxamide 


494.2 (M + H) 


1 


0C7O 


cus-N-i^^-aicnioroDenzyi^^-i^^oimeinyiaminoj- 
6-methylpyhmidin-2*yl]amino}cyciohexanecarboxamide 


436.2 (M + H) 


1 


OC7Q 

do to 


aia Kl /O C AliAnlArAknMiiil\ if f Til /^imAfKtilominA^ 

cis-N-^p-uicnioroDenzyiy^-j^^oimeinyiaminoj- 
6-methylpyr(mldin-2-yl]amlno}cyclohexanecarboxamide 


436.2 (M + H) 


1 




Ulo^fr il^fr lull I iwii lyicu i in i wy w \ i icu ivi^jyi n i nun i c- yijcuiiiiiuy 1^1 \^ 

methylbenzyl)cyclohexanecarboxamide 


382 .2 (M + H) 


1 


2575 


cls-N-(3,5-dichlorobenzyl)-4-{[4-(dimethylamino)- 
6-methylpyrimidin-2-yl]amino}cyclohexanecarboxamide 


436.2 (M + H) 




2576 


cis-N-(3,5-dimethoxybenzyl)-4-{[4-(dlmethylamino)- 
6-methylpyrimidin-2-yl]amino}cyclohexanecarboxamide 


428.2 (M + H) 
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(continued) 





Ex. No. compound name 


MS 


class 


5 


9577 


cis-N-^3^hloroben2vlM^f4-fdimethvlafTilnoV6-m0thvlpvrjmidin- 
2-yqamino}cyclohexanecarboxamide 


402.2 (M + H) 


1 




957ft 
cj/ O 


rifi-N-n S-bisftrtfluoromathvl)benzvll-4-^r4-(dimethYlamino)- 
6-methylpyrimidIn-2-yl]amino}cyclohexanecart>oxamide 


504.2 (M + H) 


1 


10 


OC7Q 


^ic^jrA-Mimothwlaminn^-fi-methvlnvrimidin-2-vllarnlno) 

CI©-*+— t 1 *» l UllllolII j ItU i HI l\Jf w 1 1 I jipji iii nun i & j'J CM ■ ,l,,w j 

-N-(3-methoxybenzyl)cyclohexanecart)oxamid8 


398.2 (M + H) 


1 




2580 


ci5-iN-^-cnioroDBnzyij-H-\iH-^utineu^ « '^° u 
methylpyrimidin-2-y0amino}cyclohexanecarboxamide 


402.2 (M + H) 


1 


15 


nrni 

2581 


CIS-N-vw,4-QicnioroDenzyij-^-UH-^Qim 
6-methylpyrimidin-2-yl]amino}cyclohexanecarboxamide 


436.2 (M+H) 


1 




2582 


cis-l>i*(t,4-oiTiuoroDenzyi;-^-u^ \ a,me ^ 
6-methylpyrimjdin-2-yl]amino}cyclohexanecarboxamide 


404.2 (M + H) 


1 


20 


2583 


CIS-N-ltp-OITlUoroDenzyij^-u^-vuiMW^ 
6-mothylpyrimidin-2-yl]amino}cyclohexanecarboxamid0 


404.2 (M + H) 


1 




2584 


.u k i /o o Wrfit i /\r/\k «ri^ji\^ jrA-ZHimothulorninAY- 
CIS-N-l^o-ulTIUOrODenzyiJ-^-tL^-xaimei^ 

6-methylpyrimidln-2-yl]amino cyclohexanecarboxamlde 


404.2 (M + H) 


1 


25 


95R5 


cifi-N-^44Dromo-2-fluorobenzvlV4^r4*(dimethvlarnino)- 
6-methylpyrimidin-2-yl]amino}cyclohexanecart)oxamide 


464.2 (M + H) 


1 




2586 


cis^[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-N-(3- 
methylbenzyl)cyclohexanecarboxamide 


382.4 (M+H) 




30 


2587 


cis^[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
-N-[2-(trifluoromethoxy)benzyl]cyclohexanecarboxamide 


452.2 (M + H) 





Example 2588, 

/V^cl8^4-(Dlmethylamino)-5-m 
35 hydrochloride 

Step A: Synthesis of NKc/»^^mlno^clohexyl)-3 f 5-blstrlfluoromethyl-benzamlde trlf luoroacetate. 

[0403] To a solution of c/s-(4-amjno-cyclohexy0-carbamic acid tert-butyl ester (2.1 8 g, 1 0 mmol) in anhydrous ben- 
zene (25 mL) was slowly added 3,5-bistrifluoromethyl benzoyl chloride (2.8 g, 1 eq.) and followed by Et 3 N (~3mL) at 
room temperature under N 2 atmosphere: formation of solid salts makes stirring difficult. The reaction was stirred vig- 
orously for an additional 2 h at room temperature, washed with sat.-NaHC0 3 (3x) and water (1x), dried with MgS0 4l 
and concentrated to give [c/s-4-[(3 t 5-bistrifluoromethyl-benzoylamino)-cyclohexyl]-carbamic acid tert-butyl ester (4.5 
g, 99 %), which was used for the next reaction without further purification. ESI MS m/e 455 (M + H)+; 1 H IMMR (400 
MHz, CDCI3) 5 8.16 (s, 2 H), 7.98 (s, 1 H), 6.12 ( bs, 1 H), 4.58 (bs, 1 H), 4.11 (m, 1 H), 3.69 (bs, 1 H), 1 .95-1.65 (m, 
8 H), 1 .44 (s, 9 H). 

[0404] [cfe-4-[(3,5-Blstrifluoromethyl-benzoylamino)-cyclohexyl]-carbamic acid tert-butyl ester (4.5 g, 1 0 mmol) was 
dissolved in DCM (20 mL), and TFA ( 1 0 mL) was added to the reaction. After 1 .5 h stirring at room temperature, removal 
of the volatile solvent gave the crude N-(cis-4-amino-cyclohexyl)-3,5-bistrifluoromethyl-benzamide trifluoroacetate as 
50 a sticky oil. With addition of water (-50 mL) to the crude product, shaking for 5 to 10 min provided formation of pre- 
cipitates. The precipitates were filtered, washed with water, and dried. 3.98 (82 %) of N-(cis-4-amino-cyclohexyl)- 
3,5-bistrifluoromethyl-benzamide trifluoroacetate was isolated as a white powder. ESI MS m/e 355 (M + H)+; 1 H NMR 
(400 MHz, DMSO-cy 5 8.62 (bd, 1H, J = 4.8 Hz), 8.47 (s, 2 H), 8.29 (s, 1H), 7.84 ( bs, 3 H), 3.91 (bs, 1H), 3.16 (bs, 
1H), 1.94 (m, 2 H), 1.75-1,66 (m, 6 H). 

55 
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Step B: Synthesis of N^cls4-1[4-(dlnurthylamlnoh5^ 
(trffluofomethyl)benzamlde hydrochloride. 

[0405] A sealed tube containing 2-chloro-4-dimethylamino-5-methylpyrimidine (0.25 g, 1 .45 mmol), N-(cis-4-amino- 
C7dohexyl)-3,5-bistrifiuoromethyl-ben2amidetrifluoroacetate (0.68 g, 1 eq.), DIEA (0.5 mL, 2 eq.), and tert-BuOH (2.5 
mL) was reacted for 2 h at 180°C in a Smith microwave synthesizer: over 95 % conversion was observed by LC-MS. 
The reaction was diluted with DCM, washed with diluted-HCI and water, dried, and concentrated. 0.35 g (48 %) of 
N{cis^-(4-dimethylamino-5-methyl-pyrimi was isolated 

by column chromatography (silica gel; DCM:MeOH = 1 00:0 to 95:5). 

[0406] To a solution of this neutral compound in DCM (10 mL) was added 4M-HCI in dioxane (0.4 mL, 2 eq.). After 
30 min stirring at room temperature, removal of the volatile solvent provided A^(cis-4-{[4-(dimethylamino)-5-methylpy- 
rlmldln^-yllaminoJcydohexyO-S^-bis^rlfluoromethyObenzamide hydrochloride as a white powder. ESI MS m/e 490 
(M + H) + ; 1 H NMR (400 MHz, DMSO-d^ 5 12.1 (bs, 1 H), 8.78 (bd, 1 H, J = 5.6 Hz), 8.48 (s, 2 H), 8.28 (s, 1 H), 8.05 
(bd, 1 H, J = 6.4 Hz), 7.62 (s, 1 H), 3.91 (bs, 2 H), 3.26 (s, 6 H), 2.23 (s, 3 H), 1 .87 (m, 2 H), 1 .73 (bs, 6 H). 

Example 2589 

N-[(cls-4.1[4-(Dlmethylamlno)-5-methylpyrlmldln-2-yl] amino) cyclohexyl) methyl]-3,5-bis(trifluoromethyl) 
benzamide hydrochloride 

Step A: Synthesis of N^cis-4^mlnoK^clohexylmethyl)-3,5-blstt^ 

[0407] To a solution of cis-(4-amlnomethyl-cyclohexyl)-carbamicacidtert-butyl ester (1.1 g, 4.8 mmol) in dry benzene 
(15 mL) was added 3,5-bistrifluoromethyl benzoyl chloride (1 .33 g, 1 eg.) and followed by Et^N (2 mL) at room tem- 
perature under N 2 . The reaction was stirred for an additional 2 h at room temperature, washed with sat.-NaHC0 3 (3x) 
and water (1 x), dried with MgS0 4( and concentrated. The crude {c/s-4-[(3,5-bistrifluoromethyl-benzoylamino)-methyl]- 
cyclohexylj-carbamic acid tert-butyl ester was used for the next reaction without further purification. 
[0408] To a solution of {c/5-4-[(3,5-bistrifluoromethyl-benzoylamino)-methyl]-cyclohexyl)-carbamic acid tert-butyl es- 
ter (2.1 g, 4.5 mmol) in DCM (10 mL) was added TFA (5 mL) at room temperature. After 1.5 h stirring at ambient 
temperature, removal of the volatile solvent gave the crude N-(c/s-4-amino-cyclohexylmethyl)-3,5-bistrifluoromethyl- 
benzamide trifluoroacetate as a sticky oil. After addition of water (-40 mL) to the crude product, 5 - 10 min shaking 
provided formation of precipitates. The ppts were filtered, washed with water, and dried. 1 .40 (61 %) of N-(cis-4-amino- 
cyclohexylmethyl)-3,5-bistrifluoromethyl-benzamide trifluoroacetate was isolated as a white powder. 
ESI MS m/e 369 (M + H)+; 'H NMR (400 MHz, DMSO-d^ 5 8.97 (bs, 1 H), 8.47 (s, 2 H), 8.29 (s, 1 H), 7.78 (bs, 3 H), 
3.29 (t, 2 H, J = 6.8 Hz), 3.1 5 (bs, 1 H), 1 .78 (bs, 1 H), 1 .66 (m, 4 H), 1 .52 (m, 4 H). 

Step B: Synthesis of W[(cls-4-{[4-(dlmethylamino)-5-methylpyrlmWln.2-yl]amino}cyclohexyl)methyl]-3,5-bis 
(trff luoromethyl)benzamlde hydrochloride. 

[0409] A sealed tube containing 2-chloro-4-dimethylamino-5-methylpyrimidine (0.21 g, 1 .2 mmol), N-(c/*4-amino- 
cyclohexylmethyl)-3,5-bistrtfluoromethyl-benzamide trifluoroacetate (0.6 g, 1 eq.), DIEA (0.45 mL, 2 eq.), and ferf- 
BuOH (2.5 mL) was reacted for 1 .6 h at 185 °C in a Smith microwave synthesizer. The reaction was diluted with DCM, 
washed with diluted HCI and water, dried, and concentrated. The crude product waspurifled by column chromatography 
(silica gel; DCM:MeOH = 100:0 to 95:5). 0.3 g (50 %) of N-[c/^4-(4-dlmethylamino-5-methyl-pyrimidin-2-yiamino)- 
cyclohexylmethyl]-3 ( 5-bistrifluoromethyl-benzamide was isolated. 

[0410] To a solution of neutral compound in DCM (10 mL) was added 4M-HCI in dioxane (0.3 mL, 2 eq.). After 30 
min stirring at ambient temperature, removal of the volatile solvent provided N-[(cis-4-{[4-(dimethylamino)-5-methyl- 
pyrimidin-2-yl]amino}cyclohexyl)methyl]-3,5-bis(trifluoromethyl)benzamide hydrochloride as a white powder. ESI MS 
m/e 504 (M + H) + ; 1 H NMR (400 MHz, CDCI 3 ) 8 12.5 (bs, 1 H), 8.79 (d, 1 H, J = 8.0 Hz), 8.43 (s, 2 H), 7.93 (s, 1 H), 
7.50 (bs, 1 H), 7.15 (d, 1 H, J = 4.4 Hz), 4.23 (bs, 1 H), 3.51 (bs, 2 H), 3.27 (s, 6 H), 2.23 (s, 3 H), 1 .89-1 .82 (m, 5 H), 
1.66-1.60 (m, 4 H). 
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Example 2590 

W{(c/s^[4-(Dlmethylamlno)-5-me^ 
benzamide trlfluoroacctate 

Step A: Synthesis of N^cl8^4-dlmethy!amlno*5-methyt-pyrlmidin-2-ylam(no)^clohexylmethyl]<arbamk 
acid benzyl ester. 

[041 1] Six sealed tubes, each containing 2-chloro-4-dimethylamino-5-methyl pyrimidine (0.4 g, 2.3 mmol), cis-(4-ami- 
no-cyclohexylmethyl)-carbamic acid benzyl ester (0.61 g, I eq.), DIEA (0.8 mL, 2 eq.), and t-BuOH (2.5 mL), were 
reacted in a Smith microwave synthesizer for 6500 sec at 1 85°C. Completion of the reaction was confirmed by LC-MS. 
The combined reaction was diluted with DCM, washed with IN-HCI (2 x) and water (1 x), and dried with anhydrous 
MgS0 4 . The organic was concentrated and purified by column chromatography (silica gel; hexane: DCM: MeOH = 1 : 
5:0 to 0:95:5). Removal of the solvent gave 3.2 g (58 %) of N-/c/s-^Y4-dimethylamino-5H7iethyl-pyrimidin-2-ylamlno)- 
cyclohexylmethyi]-carbamic acid benzyl ester. ESI MS m/z 398 (M + H)+; 'H NMR (400 MHz, CDCI 3 ) 8 8.00 (bs, 1H), 
7.36 (m, 6 H), 5.10 (s, 3 H, NH-was overlapped), 4.12 (bs, 1H), 3.24 (s, 6 H), 3.14 (t, 2 H, J = 6.4 Hz), 2.22 (s, 3 H), 
1.88-1.50 (m,9H). 

Step B: Synthesis of ^c/«-4-(4-dimethylamlno-5-methyl-pyrlmldln-2-ylamlno)-cyclohexylmethylJ amine. 

[0412] The heterogenous mixture of N-[cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexylmethyl]- 
carbamlc acid benzyl ester (3.0 g, 7.5 mmol) and 10 % Pd/C (0.12 g) in EtOH (20 mL) was stirred overnight under H 2 
atmosphere at room temperature. Cbz of all starting material was cleaved, which was confirmed by ESI MS. The 
reaction was filtered through a pad of celite, and the organic was concentrated and purified by column chromatography 
(silica gel, DCM:MeOH = 100:0 to 80:20). 1.5 g (75 %) of A/-[c/^4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)- 
cyciohexylmethyl] amine was isolated as a yellowish powder. 

ESI MS m/z 264 (M + H)+; 'H NMR (400 MHz, DMSO-d6) (7.70 (bs, 2 H), 7.60 (s, 1H), 6.05 (d, 1H, J = 6.4 Hz), 3.89 
(bs, 1H), 2.96 (s, 6 H), 2.71 (d, 2H, J = 6.8 Hz), 2.08 (s, 3 H), 1 .70-1 .45 (m, 9H). 

Step C: Synthesis of W-[(c/s-4-{[4-(dlmethylamlno)-5-methylpyrimldln-2-yl]amlno}cyclohexyl)methyl]- 
4-(trifluoromethoxy)benzamide trifluoroacetate. 

[0413] To a solution of N-[c/s^-(4-dime%lamino-5-methyl-pyrimidin-2-ylamino)-cyclohexylmethyl] amine (25 mg, 
0.01 mmol) in DCM (1 .0 mL) was added 4-trifluoromethoxybenzoyl chloride (21 mg, leq.), and followed by Et3N (30 
(L). The reaction was stirred for 4h at room temperature, concentrated, and purified by prep-HPLC. 20 mg (38 %) of 
N^(c/s^[4-(dime%lamino)-5-methylpyri trif- 
luoroacetate was isolated as a white powder. 

ESI MS m/z 452 (M + H)+; 1H NMR (400 MHz, CDCI3) ( 13.9 (bs, 1 H), 8.36 (bd, 1 H, J = 6.4 Hz), 7.88 (d, 2 H, J = 
8.4 Hz), 7.27 (s, 1 H), 7.23 (d, 2 H, J = 8.4 Hz), 7.08 (bs, 1 H), 4.17 (bs, 1 H), 3.42 (t, 2 H, J= 5.6 Hz), 3.28 (s, 6 H), 
2.23 (s, 3 H), 1.91-1.78 (m, 3 H), 1.65-1.55 (m, 6 H). 

Example 2591 

3,5-Dlchloro-W-[cl84-({[4-(dlmethylamlno)-5-methylpyrlmldln-2-yl] amlno)-methyl)cyclohexyl]benzamlde 
trifluoroacetate 

Step A: Synthesis of A^cis4-[(4-dlmethylamino-5-methyl-pyrimldin-2-ylamIno)-methyl]-cyclohexylamlne. 

[0414] Six sealed tubes, each containing 2-chloro-4-dimethylamino-5-methyl pyrimidine (0.4 g, 2.3 mmol), c/s-(4-ami- 
nomethyl-cyclohexyl)-carbamic acid tert-butyl ester (0.53 g, 1 eq.), DIEA (0.7 mL, 2 eq.), and t-BuOH (2 mL), were 
reacted in a Smith microwave synthesizer for 7000 sec at 185°C. ESI MS confirmed that all starting material was 
consumed. The reactions were combined, diluted with DCM and washed with 1 N-HCI (2 x) and water (1 x). The organic 
was concentrated and carried to the next step without a further purification. 

[0415] The crude A/Ycis^-[(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-methyl]-cyclohexylJ<»rbamic acid tert- 
butyl ester was dissolved in DCM (15 mL), and TFA (10 mL) was added. After 1 .5 h stirring, removal of the volatile 
solvent gave A/-cis-4-[(4-dlmethylamino-5-methyl-pyrimidin-2-ylamino)-methyl]-cyclohexylamine trifluoroacetate as a 
sticky oil. The sticky oil was treated with sat. NaOH (15 mL), and the basic aqueous layer was extracted with DCM (2 
x) to remove nonpolar organic impurity, and the aqueous was concentrated to give a solid residue. The solid residue 
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was extracted several times with DCM/MeOH (3/1), and removal of the solvent provided neutral /V-cis-4-[(4-dimethyl- 
amino-5-methyl-pyrimidin-2-ylamino)-methyl]-cyclohexylamlne (1 .5 g, 41 %) as a yellowish powder. 
ESI MS 264 (M + H)+;1H NMR (400 MHz, CDCI3) 8 7.60 (s, 1 H), 5.05 (bs, 1 H), 3.29 (t, 2 H, J = 6.4 Hz), 3.03 (s, 7 H, 
CH-NH2 was overlapped), 2.54 (bs, 2 H), 2.13 (s, 3 H), 1 .72 (bm, 1 H), 1 .59-1 .45 (m, 8 H). 

Step B: Synthesis of 3,5<llchloro-N-[cte^fl4-(dlme^ 
cyclohexyQbenzamlde trlf luoroacetate. 

[0416] To a solution of A^c/s4-[(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-methyl]-cyclohexylamine (28 mg, 
0.01 mmol) in benzene/DCM (2/1 , 1 .5 mL) was added 3,5-dichlorobenzoyl chloride (22 mg, leq.), and followed by E^N 
(30 \±). The reaction was stirred for 3h at room temperature, concentrated, and purified by prep-HPLC. 30 mg (51 %) 
of3,5-dichloro-AHc/s-4-({[4-(dlme^ trlfluoroace- 
tate was isolated as a white powder. 

ESI MS m/e 436 (M + H) + ; 1 H NMR (400 MHz, CDCI 3 ) 8 13.7 (bs, 1 H), 8.71 (bs, 1 H), 7.61 (d, 2 H, J = 1 .6 Hz), 7.44 
(t, 1 H, J = 1 .6 Hz), 7.29 (s, 1 H), 6.59 (d, 1H,J = 6.4 Hz), 4.23 (bm, 1 H), 3.36 (t, 2 H, J = 6.0 Hz), 3.29 (s, 6 H), 2.24 
(s, 3 H), 1 .81 (m, 3 H), 1 .68 (m, 4 H), 1 .45 (m, 2 H). 

Example 2592 

N^cls-4-(ff4-(Dlmethylamlno)^m 
benzamlde tr if luoroacetate 

Step A: Synthesis of /V-c/s-4-[(4-dimethylamlno-6-methyl-pyrimidin-2-ylamlno)-methyl]-cyclohexylamlne. 

[0417] Six sealed tubes, each containing 2-chloro-4-dimethylamino-6-methyt pyrimidine (0.4 g, 2.3 mmol), cis-(4-ami- 
nomethyl-cyclohexyl)-carbamic acid tort-butyl ester (0.53 g, 1 eq.), DIEA (0.7 mL, 2 eq.), and t-BuOH (2 mL), were 
reacted in a Smith microwave synthesizer for 6500 sec at 1 85 °C. The reaction was monitored by LC-MS. The combined 
reaction was diluted with DCM and washed with 1N-HCI (2 x) and water (1 x). The organic was concentrated and 
performed deprotection without a further purification. 

To a solution of A^{cis-4-[(4-dimethylamino-6-methyl-pyrimidin-2-ylamino)-methyl]-cyclohexyl}-cart)amic acid tort-butyl 
ester in DCM (15 mL) was added TFA (10 mL). The reaction was stirred for 1 .5 h at room temperature, and removal 
of the volatile solvent gave N-cfs-4-[(4-dimethy!amino-6-methyl-pyrimidin-2-ylamino)-methyl]-cyclohexylamine trifluor- 
oacetate as a sticky oil. The sticky oil was treated with sat. NaOH (15 mL), and the basic aqueous layer was extracted 
with DCM (2 x), and the aqueous was concentrated to give a solid residue. The solid residue was extracted several 
times with DCM/MeOH (3/1), and removal of the solvent provided neutraJ A/-c/s-4-[(4-dimethylamino-6-methyl-pyrimi- 
din-2-ylamlno)-methyl]«cyclohexylamine (2.1 g, 57 %) as a yellowish powder. 

ESI MS m/e 264 (M + H) + ; 1 H NMR (400 MHz, CDCI 3 ) 8 5.91 (bs, 1 H), 5.65 (s, 1 H), 3.33 (t, 2 H, J = 6.4 Hz), 3.06 (s, 
6 H), 2.97 (m, 1 H), 2.27 (bs, 2 H), 2.11 (s, 3 H), 1.70 (m, 1 H), 1.59-1.45 (m, 8 H). 

Step B: Synthesis of /^c/^^ff4-(dimethylamlno)-6-methy^ 
(trlf luoromethyl)benzamlde trlf luoroacetate. 

[0418] To a solution of N-cis-4-[(4-dimethylamino-6-methyl-pyrimidin-2-ylamino)-methyl]-cyclohexylamine (20 mg, 
0.008 mmol) in benzene/DCM (2/1, 1.5 mL) was added 3,5-bistrifluoromethylbenzoyl chloride (21 mg, leq.), and followed 
by Et 3 N (30 \iL). The reaction was stirred for 3h at room temperature, concentrated, and purified by prep-HPLC. 25 
mg (53 %) of W-[cis-4-({[4-(dimethylamino)-6-methylpyrimidin-2-y0amino} methyl)cyclohexyl]-3,5-bls(trifluoromethyl) 
benzamide trifluoroacetate was isolated as a white powder. 

ESI MS m/e 504 (M + H)+; 1 H NMR (400 MHz, CDCI3) 8 13.9 (bs, 1 H), 8.86 (bs, 1 H), 8.25 (s, 2 H), 7.96 (s, 1 H), 7.30 
(d, 1 H, J = 6.4 Hz), 5.74 (s, 1 H), 4.40 (bm, 1 H), 3.42 (t, 2 H, J = 6.0 Hz), 3.26 (s, 3 H), 3.13 (s, 3 H), 2.33 (s, 3 H), 
1.91-1.60 (m, 9H). 
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Example 2593 

4^hloro-A4d^tf4-(dlmethylami™^ 
trtfluoroacetate 

Step A: Synthesis of N^c/s^4^irrothylamlno^methyh 
acid benzyl ester. 

[0419] Six sealed tubes, each containing 2-chloro-4-dimethylamino-6-methylpyrimldine (0.4 g, 2.3 mmol), c/s-(4-ami- 
no-cyclohexylmethyl)-carbamJc acid benzyl ester (0.61 g, I eq.), DIEA (0.8 mL, 2 eq.), and t-BuOH (2.5 mL), were 
reacted in a Smith microwave synthesizer for 6500 sec at 180 °C. The combined reaction was diluted with DCM, 
washed with 1 N-HCI (2 x) and water (1 x), dried with MgS04, and concentrated. Purification by column chromatography 
(silica gel; hexane: DCM: MeOH = 1 :5:0 to 0:95:5) gave 4.8 g (86 %) of N-[cis-4-(4-dimethylamino-6-methyl-pyrimidin- 
2-ylamino)-cyclohexylmethyl]-carbamic acid benzyl ester. 

ESI MS m/z 398 (M + H)+; 'H NMR (400 MHz, CDCI3) 6 8.40 (bs ( 1H), 7.38 (m, 5 H), 5.70 (s, 1 H), 5.10 (s, 3 H, NH- 
was overlapped), 4.17 (bs, 1 H), 3.14 (bs, 6 H), 3.12 (t, 2 H, J = 6.0 Hz), 2.32 (s, 3 H) t 1.90-1 .50 (m, 9 H). 

Step B: Synthesis of AK^^K^^ethylamlno-6-methyl-pyrImldln-2-ylamlno)-cyclohexylmethylJ amine. 

[0420] The heterogenous solution of N-[cis-4-(4-dimethylamino-6-methyl-pyrimidin-2-ylamino)-cyclohexylmethyl]- 
carbamic acid benzyl ester (4.5 g, 11.3 mmol) and 10 % Pd/C (0.20 g) in EtOH (25 mL) was stirred overnight under 
H 2 atmosphere at room temperature. The reaction was filtered through a pad of celite, and the organic was concentrated 
and purified by column chromatography (silica gel, DCM:MeOH = 100:0 to 80:20). 2.2 g (76 %) of N-[cis-4-(4-dimeth- 
ylamino-6-methyl-pyrimidin-2-ylamino)-cyclohexylmethyl] amine was isolated as a yellowish powder. 
ESI MS m/e 264 (M + H)+; 1 H NMR (400 MHz, CDCI3) 5 7.82 (bs, 1 H), 5.72 (s, 1 H), 4.40 (bs, 2 H), 4.15 (bm, 1 H), 
3.16 (s, 6 H), 2.84 (d, 2 H, J = 6.8 Hz), 2.32 (s, 3 H), 1 .80 (m t 2 H), 1 .70-1 .45 (m, 7 H). 

Step C: Synthesis of 4^hloro-AK(c/»4-{[4-(dimethylamlno)-6-methylpyrlmldln-2-yl]amlno}cyclohexyl) methyl] 
benzamide trifluoroacetate. 

[0421] To a solution of N-[cis-4-(4-dimethylamino-6-methyl-pyrimidin-2-ylamino)-cyclohexylmethyl] amine (25 mg, 
0.01 mmol) in DCM/benzene (3/1, 1.0 mL) was added 4-chlorobenzoyl chloride (17 mg, leq.), and followed by E^N 
(30 pL). The reaction was stirred for 4h at room temperature, concentrated, and purified by prep-HPLC. 25 mg (51 %) 
of 4-chloro-N^(c/s-4^4-(dimethylamino)-6H^ trifluoroacetate 
was isolated as a white powder. 

ESI MS m/e 402 (M + H) + ; 'H NMR (400 MHz, CDCig) 5 13.8 (bs, 1 H), 8.60 (bd, 1 H, J = 6.4 Hz), 7.78 (d, 2 H, J = 8.4 
Hz), 7.35 (d, 2 H, J = 8.4 Hz), 7.03 (bm, 1 H), 5.71 (s, 1 H), 4.20 (bs, I H), 3.42 (t, 2 H, J = 6.0 Hz), 3.22 (s, 3 H), 3.10 
(s, 3 H), 2.31 (s, 3 H), 1.91-1.78 (m, 3 H), 1.65-1.55 (m, 6 H). 

Example 2594 

cte^{[4-(Dlmethylamlno)-5-methylpy^ 
cyclohexanecarboxamlde hydrochloride 

Step A: Synthesis of cls-4-(4-dlmethylamino-5-methyl-pyrlmldln-2-ylamlno)-cyclohexanecarboxyllc acid ethyl 
ester. 

[0422] A sealed tube containing a suspension of 2'Chloro-4-dimethylamino-5-methylpyrimidine (0.28 g, 1 .6 mmol), 
cis-4-amino-cyclohexanecarboxylic acid ethyl ester hydrochloride (0.33 g, I eq.), DIEA (0.65 mL, 2 eq.) in IPA (2 mL) 
was reacted in a Smith microwave synthesizer for 1 hour at 155° C. The solution was diluted with DCM, washed with 
1 N-HCI and water, concentrated, and purified by flash chromatography (silica gel, 1 % MeOH in CH 2 C\^) to give c/s- 
4-f4-dimethylamino-5H7iethyl-pyrimidin-2-ylamino) cyclohexanecarboxylic acid ethyl ester (0.3 g, 60 %) as a pale yel- 
low solid. 

ESI MS m/e 307 (M + H)+; 1H NMR (400 MHz, CDCI3) 5 7.66 (s, 1 H) ( 4.72 (bd, 1 H, J = 6.8 Hz), 4.13 (q, 2 H, J = 6.8 
Hz), 3.96 (bs, 1 H), 3.01 (s, 6 H), 2.44 (m, 1 H), 2.13 (s, 3 H), 1.89 (m, 2H), 1.72 (m, 6 H), 1.25 (t, 3 H, J = 6.8 Hz). 
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Step B: Synthesis of c/*4-(4-dirT»thylamlno-5-me acid. 

[0423] A suspension of cM-4-(4-dimethylamino-5-methy)-pyrimidin-2-y)amino) cyclohexanecarboxylic acid ethyl es- 
ter (0.25 g, 0.8 mmol) in 4N-HCI (1 0 mL) was stirred for 4 h at 85 °C. Progress of the reaction was monitored by LC-MS. 
5 The reaction was cooled to room temperature and completely removed the volatile solvent under a vacuum to give 
c / s ^.^4.dimethylamino-5-methyl-pyrimidin-2-ylamino) cyclohexanecarboxylic acid (0.2 g, 90 %) as a white powder. 
ESI MS m/e 279 (M + H) + ; 1 H NMR (400 MHz, CDCI3) 8 7.95 (bs, 1 H), 7.43 (s, 1 H), 3.94 (bs, 1 H), 3.28 (bs, 6 H), 
2.49 (bs, 1 H), 2.25 (s, 3 H), 2.04 (m, 2 H), 1.82 (m, 2 H), 1 .73 (m, 4 H), COOH was not observed. 

10 Step C: Synthesis of cte-4-fl4-(dlmethy lamino)-5-methy Ipy rlmidln-2-y l]aml no}- W-[(1 S)-1 -(4-methy Ipheny I) 
ethyl]cyciohexanecarboxamlde hydrochloride. 

[0424] To a suspension of (S)-1-(4-methylphenyl)-ethylamine (12 mg, 1 eq.) and cis-4-(4-dimethylamino-5-methyl- 
pyrimidin-2-ylamino) cyclohexanecarboxylic acid (24 mg, 0.09 mmol) in DCM (2 mL) was added HATU (36 mg, 1.1 

15 eq.). The reaction stirred for 30 seconds at room temperature under argon, and triethylamine (5 drops) was added. 
The reaction stirred overnight at room temperature. The reaction was diluted with DCM, washed with saturated NaHC0 3 
(2x) and H 2 0 (1x), and concentrated. Purification by column chromatography (silica gel; DCM:MeOH = 100:0 to 94:6) 
gave cis-4-(4-Dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexanecarboxylic acid (S)-(1-p-tolyl-ethyl)-amide 
(15 mg, 43 %). To a solution of the amide in DCM (1 mL) was added 4M-HCI in dloxane (50 jiL,). The reaction was 

20 stirred for 30 min at room temperature, and removal of the volatile solvent gave c/s-4^4-(dimethylamino)-5-methylpy- 
rimidin-2-yl]arnino)-N-[(1 S-1 -(4-methylphenyl)ethyl]cyclohexanecarboxamide hydrochloride as a white powder. 
ESI MS m/e 396 (M + H)+; *«H NMR (400 MHz, DMSO-d 6 ) 5 11.0 (bs, 1 H), 8.14 (d, 1 H, J = 8.4 Hz), 7.68 (bs, 1 H), 
7.54 (s, 1 H), 7.14 (d, 2 H, J = 8.0 Hz), 7.07 (d, 2 H, J = 8.0 Hz), 4.84 (m, 1 H), 4.01 (bs, 1 H), 3.24 (s, 6 H), 2.27 (m, 
1 H), 2.25 (s, 3 H), 2.22 (s, 3 H), 1 .80-1 .54 (m, 8 H), 1 .29 (d, 3 H, J = 6.8 Hz). 

25 

Example 2595 

2£-Difluoro-/Hcis^{[5-methyl-4-(me 
5-carboxamlde trlf luoroacetato 

30 

Step A: Synthesis of 2,2^muoro-N-(cis-4-{[5-methyl^(methylamino)pyrlmldln-2-yl]amlno}cyclohexyl)- 

1 .3- benzodloxole-5-carboxam ide trlf luoroacetste. 

[0425] 2-(3,5-Dimethoxy-4-formyl)phenoxy ethyl polystyrene resin (1 .0 gram; 0.94mmoi/gram) and methylamine 
35 (0.01 22 mol) in 1 5 mL of CH 2 CI 2 was suspended in a fritted synthesis flask. To this suspension was added a solution 
ofNaBH(OAc) 3 (0.0122 mol) in CH 2 CI 2 (15 mL). After shaking the mixture overnight in a rotary shaker, the solution 
was removed by filtration. The resulting resin bound N-methylamine was washed sequentially with CH 2 CI 2 , DMF, and 
MeOH. The washing sequence was repeated four times. The resin bound N-methylamine was dried under vacuum for 
20 minutes. 

40 [0426] The resin bound Nmethylamine was suspended in DMF (10 mL). To the resin suspension was added 

2.4- dichloro-5-methyl-pyrimidine (1 .41 mmol) followed by triethylamine (0.393 mL, 2.82 mmol). The reaction mixture 
was shaken at 40 °C overnight. The solution was removed by filtration and the resin washed sequentially with DMF, 
CH 2 CI 2 and MeOH. The wash sequence was repeated four times. The resulting resin bound intermediate was dried 
under vacuum for 20 minutes 

45 [0427] The resin bound intermediate was divided up into three portions and each portion was transferred into a 5ml 
Smith synthesizer reaction vessel. The resins (0.282 mmol) were separately suspended in a 1:1 solution of IPA/H 2 0 
(3 mL). To each suspension was added cis-1 ,4-diamino-cyclohexane (0.85 mmol) and DIEA (0.295ml; 1.69 mmol). 
The reactions were heated in a microwave synthesizer at 180°C for 4.5 hours. The resins were pooled together; and 
the solution removed by filtration. The resin was sequentially washed with IPA, H 2 0, MeOH, CH 2 CI 2 , and MeOH. The 

50 washing sequence was repeated three times. The resulting resin bound intermediate was dried under vacuum for 20 
minutes. 

[0428] The resin bound intermediate was suspended in DMF (10ml). To the resin suspension was added the 2.2- 
difiouro-benzo[1,3]dioxole 5-carbonyl chloride (0.94 mmol) and triethylamine (0.256 mL; 1 .88 mol). The reaction was 
shaken in a rotary mixer at room temperature for 45 minutes. The solution was removed by filtration and the resin 
55 washed sequentially with DMF, CH 2 CI 2 , MeOH. The wash sequence repeated three times. 

[0429] After drying under vacuum for 20 minutes, the resin was treated with 15 mL of TFA solution (TFA /CH 2 CI 2 
/H 2 0 20:20:1 v/v). The reaction was shaken for 2 hours and the TFA solution was collected after filtration. The TFA 
was removed by rotary evaporation and the compound subjected to purification by preparative HPLC to give 2,2-dif- 
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luoro-N-(cis-4-{[5-methyM-(methylam^ 
acetate (8.6 mg, 5%) as a white solid. 

ESI MS m/e 420.5 M+H+; NMR (400MHz, CD 3 OD) 8 8.21 (d, J= 4 Hz, 1H), 7.75-7.67 (m, 2H), 7.41 (s, 1H), 7.28 
(d, J = 8 Hz, 1 H), 3.99 (m, 2H), 3.05 (s, 3H), 1 .99 (s, 3H), 1 .95-1 .71 (m, 8H). 

Example 2596 

5-Bromo-A^cis-4-{[5-methyl^(methylam^ trifluoroacetate 

Step A: Synthesis of 5-bromo-M(c/s^[5-methyh4-(methylam^ 

2- furamide trifluoroacetate. 

[0430] Using the procedure of Example 2595, the title compound was obtained. 

ESI MS m/e 408.2 M+H 4 ; 1 H NMR (400MHz, CD 3 OD) 8 7.41 (s, 1H), 7.10 (s, 1H), 6.60 (s, 1H), 4.08-3.97 (m, 2H), 
3.05 (s, 3H), 1.99 (s, 3H), 1.95-1.71 (m, 8H). 

Example 2597 

3,5-Dlbronr»-AHc'*^ff5-methyl-4^ 
trifluoroacetate 

Step A: Synthesis of 3,5KHbromo-^(c/i^{[5-methyl^ 
benzamide trifluoroacetate. 

[0431] Using the procedure of Example 2595, the title compound was obtained. 

ESI MS m/e 496.2 M+H+; 1 H NMR (400MHz, CD 3 OD) 5 8.37 (m, J = 4 Hz, 1H), 8.02-7.91 (m, 3H) 7.41 (s, 1H), 4.12 
-3.97 (m, 2H), 3.05 (s, 3H), 1.99 (s, 3H), 1 .95-1.71 (m, 8H). 

Example 2598 

3- Fluoro-N-(cis^{[5-methyl^(methylamlno)pyrim^ 
trifluoroacetate 

Step A: Synthesis of 3-fluoro-N-(cls-4-{[5-methyl-4-(methylamino)pyrimldin-2-yl]amino}cyclohexyl)- 
5-(trlfluoromethyl)benzamlde trifluoroacetate. 

[0432] Using the procedure of Example 2595, the title compound was obtained. ESI MS m/e 426.4 M+H+; 1 H NMR 
(400MHz, CD 3 OD)88.02 (m,1H),7.98 (d,J = 4Hz,1 H) 7.68 (d,^4Hz1H), 7.43-7.41 (s,1H)4.31 -3.81 (m, 2H), 
3.05 (s, 3H), 1 .87 (s, 3H), 1 .87-1 .73 (m, 8H). 

Example 2599 

AKc/s^[5-Methyl^(methylamlno^^ 
trifluoroacetate 

Step A: Synthesis of AKc/s-4-{[5-nlethyl-4-(methylamlno)pyrlmldin-2-yl]amlno}cyclohexyl)- 

4- (trifluoromethoxy)benzamide trifluoroacetate. 

[0433] Using the procedure of Example 2595, the title compound was obtained. 

ESI MS m/e 424.3 M+H+; *H NMR (400MHz, CD 3 OD) 8 8.34 (d, J = 4 Hz, 1H), 7.85 (d, J = 8 Hz, 1H) 7.72 -7.55 (s, 
1H), 7.47-7.31 (m, 3H), 4.31 -3.82 (m, 2H), 3.05 (s, 3H), 1.98 (s, 3H), 1.96-1.72 (m, 8H). 
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Example 2600 

N^cis^N [5-methyl-4-(methylamlno)pyrlmldln-2-yl]amino) cyclohexyl)-3,5-bls(trlf luoromethyl) benzamlde 
hydrochloride 

Step A: Synthesis of AKcl8-4K[5-nrathyl-4-(methylamlno)pyrlmidin-2-yl]amlno)cyclohexyl)^,5-bi8 
(trifluoromethyl)benzamlde hydrochloride. 

[0434] To a solution of (2-chloro-5-methyl-pyrimidin-4yi)-methyl-amine (200mg, 1 .27 mmol) In 1mL 2-propanol was 
added ds-^(4-amino-^dohexyl)-3,5-bis-trjfluoromethyl-ben2amide (676mg, 1.91 mmol) and DIEA (2.54mmol). The 
mixture was heated in a microwave synthesizer at 180 °C for 2 hours. The solvent was evaporated and the material 
subjected to chromatography (70 ~ 95% ethyl acetate/ hexanes) The combined compound in CH 2 CI 2 was added 2 M 
HCI in diethyl ether (1 .5ml, 0.38mmol). The solvents were removed in vacuo to yield N-(cis-4-{[5-methyl-4-(methylami- 
no)pyrimidin-2-yl]amino) } cyc)ohexy))-3,5-bis(trifluoromethyl)benzamide hydrochloride (385.5mg, 0.75mmol, 59 %) 
as a white solid. 

ESI MS476.2 M+H+ ; 1 H NMR (400 MHz, DMSO-d6) 8 11.7 (s, 1H), 8.64 (s, 1H), 8.35 (s, 2H), 8.14 (s, 1H), 8.09 (bs, 
1H), 8.00 (bs, 1H), 7.45 (s, 1H), 3.83 (bs, 1H), 3.75 (bs, 1H), 3.20 (s, 3H), 2.77-2.76 (d, J = 4 Hz, 3H), 1.76 (m, 2H), 
1.58 (m, 6H). 

Example 2601 

N^c/s^-{[4-(Ethylamlno)-5-methylpy^ 

Step A: Synthesis of AKc/s^-{[4-(ethylamino)-5-methylpyrimldln-2-yl]amlno}cyclohexyl)- 
3,4-dlf luorobenzamlde trlf luoroacetate. 

[0435] Using the procedure of Example 2595, the title compound was obtained. ESI MS m/e 390.4 M+H+; 1 H NMR 
(400MHz, CD 3 OD) 5 8.22 (d, J = 4 Hz, 1 H), 7.78 (m, 1 H), 7.68 (m, 1H), 7.42 (s, 1H), 7.38 (m, 1 H), 4.22-3.99 (m, 
2H), 3.63-3.56 (quartet, J = 4 Hz, 2H), 1 .99 (s, 3H), 1 .93-1 .81 (m, 8H), 1 .29-1 .1 9 (t, J= 6 Hz, 3H). 

Example 2602 

3 l 4-Dlfluoro-N-(cte-4-{[4-(isopropylamino)-5-methylpyrimidin-2yl]amino}cyclohexyl)-benzamlde 
trifluoroacetate 

Step A: Synthesis of 3,4-dlf luoro-Af(c/s-4-{[4-(lsopropylamlno)-5-methylpyrlmldln-2-yl]amlno}cyclohexyl)- 
benzamide trifluoroacetate. 

[0436] Using the procedure of Example 2595, the title compound was obtained. 

ESI MS m/e 404.4 M+H+; 1 H NMR (400MHz, CD 3 OD) 8 8.10 (m, 1H), 7.80-7.75(m, 1H), 7.68 (m, 1H), 7.42 (s, 1H), 
7.39-7.34 (m, 1H), 4.28-4.07 (m, 3H), 2.03 (s, 3H), 1.99-1.79 (m, 8H), 1.31-1.26 (d, J= 12 Hz, 6H). 

Example 2603 

A^c/s^[4-(cyctopropylamino)-5^ethylpyrlmldln-2^ 
trifluoroacetate 

Step A: Synthesis of W-(ci8-4-{[4-(cyctopropylamlno)-5-methylpyrlmldin-2-yl]amfno}-cyclohexyl>- 
3,4-dlf luorobenzamlde trifluoroacetate. 

[0437] Using the procedure of Example 2595, the title compound was obtained. 

ESI MS m/e 402.2 NI+H+; 1 H NMR (400MHz, CD 3 OD) 8 7.78-7.73 (m, 1H), 7.69-7.66 (m, 1 H), 7.42 (s, 1H), 7.40-7.33 
(m, 1H), 4.26-3.88 (m, 2H), 3.02-2.96 (m, 1H), 1 .97-1.81 (m, 11 H), 0.90-0.85 (m, 2H), 0.72-0.68 (m, 2H). 
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Example 2604 

3,4-Dffluoro-N-(cte4-{[5-me^^ 

Step A: Synthesis of 3,4^muoro-N-(c/s-4-{[5-methyl-4-(methylam^ 
benzamide trlfluoroacetate. 

[0438] Using the procedure of Example 2595, the title compound was obtained. 

ESI MS m/e 376.2 M+H+; NMR (400MHz, CD 3 OD) 5 7.80-7.75 (m, 1 H), 7.68 (m, 1 H), 7.43-7.35 (m, 2H), 4.31 -4.06 
(m, 2H), 3.05 (s, 3H), 2.04 (s, 3H), 1 .99-1 .75 (m, 8H). 

Example 2605 

2-(3^Dlchlorophenoxy)-N-(cte-4^[5-methyl-4-(methylamino)pyrlmidln-2-yO 
trlfluoroacetate 



Step A: Synthesis of 2-(3 l 4-dlchlorophenoxy)-N-(cls-4-{[5-methyl-4-(methylamino)-pyrlmidin.2-yl]amlnQ} 
cyclohexyl)acetamlde trlfluoroacetate. 

[0439] Using the procedure of Example 2595, the title compound was obtained. 

ESI MS m/e 438.3 M+H+; NMR (400MHz, CD 3 OD) 8 7.45-7.40 (m, 2H), 7.20 (s, 1H), 6.97-6.94 (m, 1H), 4.55 (s, 
2H), 3.92-3.34 (s, 2H) 3.04 (s, 3H), 1 .98 (s, 3H), 1 .53-1 .71 (m, 8H). 

Example 2606 

2-(2 ) 3-Dlchlorophenoxy>N-(cls^{[5-m^ 
trlfluoroacetate 

Step A: Synthesis of 2-(2,3-dlchlorophenoxy)-N-(c/*4-{[5-methyl-4-(methylamlno)-pyrimldln-2-yl]amlno} 
cyclohexyl)acetamide trlfluoroacetate. 

[0440] Using the procedure of Example 2595, the title compound was obtained. 

ESI MS m/e 438.3 M+H+; 'H NMR (400MHz, CD 3 OD) 5 7.42 (s, 1H), 7.31-6.92 (m, 3H), 4.65 (s, 2H), 4.07-3.95 (m, 
2H), 3.05 (s, 3H), 1 .98 (s, 3H), 1 .93-1 .69 (m, 8H). 

Example 2607 

NKc/s*-{[4-(Dlmethylamlno)-5^^ 

Step A: Synthesis of 2,4-dlchloro-5,6<llmethyl-pyrlmldlne. 

[0441] To a suspension of 2,4-dihydroxy-5,6-dimethylpyrimidine (6.2 g, 0.044 mol) in POCI 3 (25 mL) was slowly 
added A/,/V-dimethylaniline (6.1 8 mL, 0.049 mol). The mixture was then refluxed at 125 °C for 3 hours. After this time, 
the starting material completely dissolved indicating that the reaction was completed. The reaction mixture was cooled 
and then poured slowly onto ice to quench the POC^ (caution exothermic!). A precipitate formed, which was filtered 
and washed with ice-cold water. The precipitate was dried under high vacuum overnight to yield 2,4-dichloro-5,6-dime- 
thyl-pyrimidine (7.2 g, 0.041 mol, 92 %) as a yellow solid. 
1 H NMR (400 MHz, CDCI3) 8 2.56 (s, 3H), 2.36 (s, 3H). 

Step B: Synthesis of (2-chloro-5,6-dlmethyl-pyrlmidln-4-yl)-dlmethyl-amlne. 

[0442] To a solution of 2,4-dichloro-5,6-dimethyl-pyrimidine (0.2 g, 0.001 1 mol) in 1 mL 2-propanol was added DIEA 
(268 uL, 0.0017 mol) and dimethylamine (514 uL, 0.0010 mol). The mixture was then heated in a microwave at 170 
°C for 10 minutes. The reaction mixture was cooled and concentrated and the resulting oil was purified by column 
(0-50% ethyl acetate in hexanes) to yield (2-chloro-5,6-dimethyl-pyrimidin-4-yl)-dimethyl-amine (75 mg, 0.40 mmol 
40%) as a white solid. ESI MS 186.0 M+H+; 1H NMR (400 MHz, CDCI 3 ) 5 3.03 (s, 6H), 2.37 (s, 3H), 2.15 (s, 3H). 
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Step C: Synthesis of els -{4-(4-dlmethylamino-5,6-dImethykpyrim ldln-2-ytamlno>*yclohexyll-carbamlc acid 
tert-butyl ester. 

[0443] To a solution of (2-chloro-5 l 6-dlmethyl-pyrimidin-4-yl)-dlmethyl-amine (0.5 g, 0.0027 mol) In 2 mL 2-propanol 
was added DIEA (514 uL, 0.0040 mol) and cis-(4-amino-cyclohexyl)-carbamlc acid tert-butyl ester (635 mg ) 0.0030 
mol). The mixture was then heated In a microwave at 1 70 °C for 1 hour. The reaction mixture was cooled and concen- 
trated and the resulting oil was purified by column (0-1 00% ethyl acetate in hexanes) to yield cis-[4-(4-dlmethylamino- 
S.e-dimethyl-pyrimidin^-ylaminoJ-cyclohexyO-carbamic acid tert-butyl ester (875 mg, 2.4 mmol, 89 %) as a white solid. 
ESI MS 364.6 M+H+ ; 'H NMR (400 MHz, CD 3 OD) 8 3.97 (m, 1H), 3.53 (m, 1H), 2.95 (s, 6H), 2.23 (s, 3H), 2.09 (s, 
3H), 1.78-1.55 (m, 8H), 1.48 (s, 9H). 

Step D: Synthesis of ci^(4^lmethylamlno-5 J 6-dlmethyl-pyrlmldln-2-ylamlno)-1-amlnocyclohexane. 

[0444] To a solution of cis-[4-(4-dimethylamino-5 l 6-dimethyl-pyrimidin-2-ylamino)-cyclohexyl)-carbamic acid tert- 
butyl ester (3.4 g, 0.0094 mol) in 40 mL CH 2 CI 2 was added TFA (1 .4 mL, 0.019 mol). The solution was stirred at room 
temperature for 4 hours (or until the reaction was complete as judged by TLC). The excess solvent was evaporated 
off and the resulting oil was dissolved in 30 mL CH 2 CI 2 . The organic layer was extracted with 30 mL of a dilute NaOH 
(aq) / NaHC0 3 (aq) solution (the aqueous layer was confirmed to remain basic during the extraction using pH paper 
indicator). The aqueous layer was back extracted twice with CH 2 CI 2 and the organic layers combined, dried over 
MgS0 4 , and concentrated to yield cis-4-(4-dimethylamino-5 l 6-dimethyl-pyrlmidin-2-ylamino)-1 -aminocyclohexane (2.2 
g, 0.0084 mol, 90%) as a white solid. 

ESI MS 264.2 M+H+; ^H NMR (400 MHz, CD 3 OD) 8 3.99 (m, 1H), 2.95 (s, 6H), 2.80 (m, 1H), 2.23 (s, 3H), 2.09 (s, 
3H), 1 .84-1 .67 (m ( 6H), 1 .52-1 .49 (m, 2H). 

Step E: Synthesis of N-(cls-4-{[4-(dimethylamlno)-5,6-dlmethylpyrlmldln-2yl]arnlno}-cyclohexyl)benzamicle 
trlfluoroacetate. 

[0445] To a solution of cis-4-(4-dimethylamino-5 f 6-dimethyl-pyrlmldin-2-y lamino)-1 -aminocyclohexane (30 mg, 0. 1 1 
mmol) in 0.5 mL DM F was added pyridine (13.8 uL, 0.17 mmol) and benzoyl chloride (12.6 uL, 0. 1 1 mmol). The reaction 
mixture was stirred overnight and then 0.5 mL of DMSO was added to the mixture. The compound was then subject 
to purification by prep LCMS to yield A/-(cfe-4-{[4-(dimethylamino)-5,6-dlmethy pyrimidin-2-yl]amino}cyclohexyl)ben- 
zamide trif luoroacetate (27 mg, 0.056 mmol, 52%) as a white solid TFA salt. 

ESI MS m/e 368.2 M+H+ ; 1 H NMR (400 MHz, CD30D) 8 7.85-7.83 (m, 2H), 7.58-7.54 (m, 1 H), 7.51-7.47 (m, 2H), 
4.15 (m, 1H), 4.03 (m, 1H), 3.28 (s, 6H), 2.34 (s, 3H), 2.19 (s, 3H), 2.00-1.80 (m, 8H). 

Example 2608 

AKc/s^-{[4-(Dlmethylamlno)-5,6-dlm^ 
trlfluoroacetate 

Step A: Synthesis of AHc/s-4-{[4-(dlmethylamlno)-5,6-dlmethylpyrlmldln-2yl]amlno}-cyclohexyl)- 
3-(trlfluoromethyl)benzamide trlfluoroacetate. 

[0446] Using the procedure of Example 2607, the title compound was obtained as a white solid TFA salt. 

ESI MS m/e 436.4 M+H+ ; 1 H NMR (400 MHz, CD 3 OD) 8 8.16 (s, 1H), 8.12 (d, 1H, J = 7.6 Hz), 7.89 (d, 1H, J = 8.0 

Hz), 7.71 (t, 1H, J = 8.0 Hz), 4.16 (m, 1H), 4.05 (m, 1 H), 3.28 (s, 6H), 2.34 (s, 3H), 2.20 (s, 3H), 2.00-1 .82 (m, 8H). 

Example 2609 

A^c/s4<[4-(Dlmethylamlno)-5,6<!lmeth^^ 
trlfluoroacetate 

Step A: Synthesis of AHc/s-4-{[4-(dlmethylamlno)-5,6-dlmethylpyrlmldin-2yl]amIno}-cyclohexyl)- 
2-hydroxynicotlnamide trlfluoroacetate. 

[0447] To a solution of c/s-4-(4-dimethylamino-5,6-dimethyl-pyrimidin-2-ylamino)-1 -aminocyclohexane (30 mg, 0. 1 1 
mmol) in 0.5 mL DMF was added 2-hydroxynicotinic acid (15 mg, 0.11 mmol), DIEA (29.8 uL, 0.17 mmol), and HATU 
(52 mg, 0.1 4 mmol). The reaction mixture was stirred overnight and then 0.5 mL DMSO was added to the mixture. The 
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compound was then subject to purification by prep LCMS to yield AA-(c^4<([4-(dimethylamino)-5,6-dimethylpyrimidin- 
2-yl]amino}cyclohexyl)-2-hydroxy nicotinamide trifluoroacetate (17 mg, 0.034 mmol, 31 %) as a white solid. 
ESI MS m/e 385.2 M+H+; 1 H NMR (400 MHz, CD 3 OD) 5 8.53 (dd, 1 H, J 1 = 7.2 Hz, J 2 = 2.0 Hz), 7.70 (dd, 1 H, J 1 = 6.4 
Hz, J 2 = 2.0 Hz), 6.61 (t, 1 H, J = 6.8 Hz), 4.17 (m, 1 H), 4.01 (m, 1 H), 3.28 (s, 6H), 2.33 (s, 3H), 2.1 9 (s, 3H), 1 .98-1 .72 
(m, 8H). 

Example 2610 

5-Bromo-AHcte-4-ff4-(dlmethylamlno^ 
trifluoroacetate 

Step A: Synthesis of 5-Bremo-AHcJ^ff4-(dlmethylamlTO^ 
2-furamlde trifluoroacetate. 

[0448] Using a similar procedure of Example 2609, the title compound was obtained as a white solid TFA salt. 
ESI MS m/e 436.2 M+H+; ^H NMR (400 MHz, CD 3 OD) S 7.15 (d, 1H, J = 3.6 Hz), 6.63 (d, 1H, J= 3.2 Hz), 4.16 (m, 
1 H), 3.99 (m, 1 H), 3.27 (s, 6H), 2.34 (s, 3H), 2.19 (s, 3H), 1 .98-1 .95 (m, 2H), 1 .89-1 .76 (m, 6H). 

Example 2611 

/^{cls-4-[(3,5-Dlmethoxybenzyl)amlno^ bis- 
trifluoroacetate 

Step A: Synthesis of AP-/c/8-4i(3,5-dlmethoxybenzyl)amlno]cyclohexyl} -N* N* 5,6-tetramethylpyrlmldlne- 
2,4-dlamlne bls-trlfluoroacetate. 

[0449] To a solution of cis-4-(4-dimethylamino-5,6-dimethyl-pyrimidin-2-ylamino)-1 -aminocyclohexane (26.3 mg, 0. 1 
mmol) in 0.5 mL MeOH was added 3,5-dimethoxybenzaldehyde (1 5.0 mg, 0.09 mmol). The mixture was stirred at room 
temperature for a half an hour and then sodium triacetoxyborohydride (84.8 mg, 0.4 mmol) was added. The mixture 
was stirred at room temperature overnight and then 0.5 mL of DMSO was added to the mixture. The compound was 
then subjected to purification by prep LCMS to yield /^-/c/s^p^dimethoxybenzylJaminolcyclohexylJ-A^, /v* 5,6-te- 
tramethylpyrimidine-2,4-diamine bis-trifluoroacetate (24 mg, 0.037 mmol, 42%) as a white solid TFA salt. 
ESI MS m/e 414.6 M+H+ ; 1H NMR (400 MHz, CD 3 OD) 8 6.71 (d, 2H, J=2.0 Hz), 6.59 (t, 1H, J= 2.0 Hz), 4.28 (m, 1 
H), 4.21 (s, 2H), 3.84 (s, 6H), 3.28 (m, 1 H), 3.27 (s, 6H), 2.34 (s, 3H), 2.1 9 (s, 3H), 2.1 0-2.08 (m, 4H), 1 .85-1 .83 (m, 4H). 

Example 2612 

A^{c/^[(3-Bromobenzyl)amlno]^^ bis- 
trifluoroacetate 

Step A: Synthesis of ^{c/^ItS-bromobenzylJamlnolcyclohexylhA^.^S^tetramethylpyrlmldlne- 
2,4-dlamlne bls-trlfluoroacetate. 

[0450] Using the procedure of Example 2611 , the title compound was obtained as a white solid TFA salt. 
ESI MS m/e 432.4 M+H+; *H NMR (400 MHz, CD 3 OD) 5 7.78 (s, 1 H), 7.68 (d, 1H, J= 8.0 Hz), 7.54 (d, 1 H, J = 7.6 
Hz), 7.45 (t, 1 H, J = 4 Hz), 4.29 (m, 3H), 3.28 (m, 1 H), 3.27 (s, 6H), 2.34 (s, 3H), 2.20 (s, 3H), 2.11-2.09 (m, 4H), 
1.87-1.82 (m,4H). 

Example 2613 

NY*fe^H[4-(Dlmethylamlno)-5,6^ 
trifluoroacetate 

Step A: Synthesis of AHc/^4-{[4-(dlmethylamino)-5 f 6-dimethylpyrimldin-2yl]amlno}-cyclohexyl>-N 
-(3-methoxyphenyl)urea trifluoroacetate. 

[0451] To a solution of cis-4-(4-dimiBthylamino-5,6-dimethyl-pyrimidin-2-ylamino)-1 -aminocyclohexane (26.3 mg, 0. 1 
mmol) in 0.5 mL DMSO was added 3-methoxyphenyl isocyanate (13.1 uL, 0.1 mmol). The mixture was stirred at room 



320 



EP 1 464 335 A2 

Example 2614 

1H). 3.28 (s. 6H), 2.33 (s, 3H). 2.20 (s, 3H), 1.93-1.73 (m, 8H) ^ ^ 1 H) ' 4 ° 4 (m ' 1H) ' 3 81 (m ' 

Example 2615 

ESI MS m/e 442 M + H+; 1 H NMR (400 MHz, CDCU 5 13 6 (bs 1 H) 8 38 M 1 H i ir» u,x ,o« , 
Example 2616 
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Example 2617 



w 



15 



20 



ESSSSSSSSK 8 ^^ 

ESL U , Sing procedure of Exam P'» 2615, the title compound was obtained 
Example 2618 

™^tt£Z2X^?^^z~ , 78H2)77B , 5H , 7 



25 1.80-1.65 (m, 8 H). 
Example 2619 



50 



40 



ESI MS m/e 428 M + H+; 1H NMR (400 MHz, CDCI3) 8 13.4 (bs1H)861(d 1H J-7?n,w w , c ™ , 



9 H), 1.22 (m, 1 H), 1.00 (m, 2H). 
45 Example 2620 



50 



55 



cyclobutanecarboxamlde trif luoroacetate 

fS, 12,"?. P '? e ?' re °' Exampte 2819 - lh » «"»«»«< ■> oMatnd. 
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Example 2621 

[0458] Using the procedure of Example 261 9, the title compound was obtained 

ESI MS m/e 462 M + H+; 1H NMR (400 MHz, CDCIg) 5 13.4 (bs, 1 H), 8.54 (bs, 1 H) 7 43 (s 1 Hi 7 28 id 1 H J 
8.4 Hz), 7.26 (d, 1 H, J = 8.0 Hz), 5.70 (s, 1 H), 5.3? (d, 1 H, J = 8.0 Hz), 4.06 (bs 1 H) 3 84(m 1 H) 3 20 3 HI 
3.10 (s, 3 H), 2.30 (s, 3 H), 1 .69-1 .62 (m, 8 H). 1 .50 (m, 2 H). 1 .01 (m. 2H). ^ ( >' ( ' H) ' 

Example 2622 

[0460] Using the procedure of Example 261 9, the title compound was obtained 

ESI MS m/e 532 M + H+; 4 H NMR (400 MHz, CDCIg) 8 13.8 (bs, 1 H), 8.80 (d, 1 H J = 8 4 Hz) 7 79 (s 2 HI 7 79 
Example 2623 

2K3,4^lnuo ro phenyl)-AHcfo-4^4-(dl^ 

2-hydroxyacetamide hydrochloride ' r 

Step uA: 2K3,4^muorephenyl^(c/M4[4.(dlmethylami n o).5.methylpyrlmldln^ 
2-hydroxyacetamide hydrochloride. ' y r 

mmJJ ^°H;.,?« ,Uti0n ? (43 mg, 0.17 

r n L T ° ? C ' d (34 m9 ' 1 6q ) in ° CM (2 mL) was added HATU < 68 m 9. 1-1 «q-> and followed by 

. . reaCt WaS Stirred at r00m tem P eratu "» 'or 4 h and quenched. After removal of the volatile 

solvent, the residue was purified by column chromatography (DCM : MeOH = 100 : 0 to 94 : 6). 28 mg (39 %) of the 
product was isolated and converted into HCI salt. 9 1 ' 

ESI MS m/e 420 M + H+; 4 H NMR (400 MHz. CDCIg) 8 8.48 (d, 1 H, J= 8.0 Hz), 7 39-7 20 (m 3 H) 7 04 (m 1H1 

Example 2624 

[0462] Using the procedure of Example 2623, the title compound was obtained 

ESI MS m/e 452 M + H+; iH NMR (400 MHz, CDCIg) 8 7.83 (bs, 1 H), 7.22 (s, 1 H), 7.65 (d 1 H J -8 0 Hz) 7 51 Id 

2 'iu 7 ; 42 ft 1 H • / = 8 ° H2) ' 722 (8 ' 1 H >' 7 00 « 1 H ' J =* ° MO M Hi, 4 04 (bs J H) 3 89 (bs' 

1 H), 3.20 (s, 6 H), 2.1 8 (s. 3 H), 1 .78-1 .64 (m, 8 H), one exchangeable proton (-OH) was not detected 
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Example 2625 

NKcls^4-(Dlmethylamlno)-5HTiethylpyrlmldln-2-yl]amlno}cyclohexyl)-2-hyd 
acetamlde 

Step A: Synthesis of Mels^[4-(dlmethylamlno)-5-methylpyr^ 
2-(4-methoxyphenyl)acetamlde. 

[0463] Using the procedure of Example 2623, the title compound was obtained 

ESI MS m/e 414 M + H+; 'H NMR (400 MHz, CDCy 5 8.72 (d, 1 H, J = 6.8 Hz), 7.31 (d, 2 H, J = 8.4 Hz) 7 22 (s 1 
H) ,6.83 (d. 2 H, J = 8.4 Hz). 6.78 (d, 1 H, J = 7.6 Hz), 4.98 (s, 1 H), 4.06 (bs, I H), 3.90 (bs. 1 H). 3.76 (s. 3 H). 3.25 
(S, 6 H), 2.20 (S, 3 H), 1 .78-1 .64 (m, 8 H. 

Example 2626 

2K3-Chlorophenyl)-AHc/s^{[4-(dlmethylamlno)^^ethylpyrimldln-2-yl]amlno}cyctehexyl). 
2-hydioxyacetamlde 

Step A: Synthesis of 2-(3<hlorophenyf>M(cls^fl4-(dlinethylamlno)-5-methylpyrlmldln-2-yl]amlno) 
cyctohexyQ-2-hydroxyacetamide. 

[0464] Using the procedure of Example 2623, the title compound was obtained 

ESI MS m/e 418 M + H+; iH NMR (400 MHz, CDCy 88.63 (bs, 1 H), 7.44 (s, 1 H), 7.33 (m, 1 H). 7.21 (m, 2 H), 7.12 
(bs, 1 H). 5.03 (s, 1 H). 4.08 (bs, 1 H), 3.88 (bs, 1 H), 3.24 (s, 6 H), 2.19 (s, 3 H), 1 .78-1 .63 (m, 8 H). 

Example 2627 

2-(2,3-Dmuorophenyl)-A^(c/^[4-(dlmethylamlno).5-memylpyrlmldln-2-yl]amlno}cyclohexyl). 
2-hydroxyacetamide 

Step A: Synthesis of 2-(2,3Kjmuorophenyl)-AKcls-4-a4-(dlmethylamlno).5-methylpyrlmldln-2-yl]amlno} 
cyclohexyl)-2-hydrexyacetamide. 

[0465] Using the procedure of Example 2623, the title compound was obtained. 

ESI MS m/e 420 M + H*; 1 H NMR (400 MHz, CDCIg) 5 7.26 (s, 1 H), 7.14 (m, 1H), 7.06 (m, 2 H), 6.73 (d. 1 H J = 8 0 
Hz), 5.32 (s, 1 H), 4.06 (bs, 1 H). 3.93 (bs, 1 H), 3.22 (s. 6 H), 2.20 (s, 3 H), 1 .78-1 .64 (m, 8 H). 

Example 2628 

/Hc/«^^4-(Dlmethylamlno)-5Hnethylpyrlmldln-2-yl]amlno}cyclohexyl)-2-(trlfluoromethyl) 
benzenesulfonamlde hydrochloride 

Step A: Synthesis of AKc/»^-{[4-(dlmethylamlno)-5-methylpyrlmldln-2-yl]amlno}-cyclohexyl). 
2-(trlf luoromethyl)benzenesulfonamide hydrochloride. 

[0466] To a solution of cis-4-(4-dimethylamlno-5-methyl-pyrimidin-2-ylamino)-1-amlnocyclohexane (45 mg 0 18 
mmol) in IPA (2 mL) was added 2-trifluoromethyl benzenesulfonyl chloride (44 mg, 1 eq.) and followed by DIEA (50 
HL, 2 eq.). The reaction was stirred at room temperature for 1 .5 h under an inert atmosphere, and the progress of the 
reaction was monitored by ESI MS. The reaction was diluted with DCM (7 mL), washed with saturated NaHCO, (1 x 
5 mL) and water (1x5 mL), and concentrated. The crude product was purified by column chromatography (DCM • 
MeOH = 1 00 : 0 to 95 : 5). 31 mg (38 %) of the product was isolated and converted into HCI salt 
ESI MS m/e 458 M + H+; iH NMR (400 MHz, DMSO-dg) 5 12.2 (bs, 1 H), 8.13 (m, 2 H), 8.06 (d, 1 H, J = 6 0 Hz) 7 93 

£. 1 * 2?8 Z^'Z7. 779 * 76 H21 7 62 <* ' * 3 78 1 * 322 6 •* « 
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Example 2629 

4^hloro-A*(cis-4-{[4-(dlmethylamlno)^ 
hydrochloride 

Step A: Synthesis of 4-chloro-AHcls^fl4-(dlmethylamto 
benzenesulfonamlde hydrochloride. 

[0467] Using the procedure of Example 2628, the title compound was obtained. 

ESI MS m/e 424 M + H+; NMR (400 MHz, QhASO-dJ 5 11 .9 (bs, 1 H), 7.92 (bs, 1 H), 7.83 (s, 1 H, overlapped with 
the doublet of 7.81 ppm), 7.81 (d, 2 H, J- 8.4 Hz), 7.64 (d, 2 H, J= 8.4 Hz), 7.58 (bs, 1 H) ( 3.74 (bs, 1 H), 3.21 (s, 6 
H), 3.08 (bs, 1 H), 2.20 (s, 3 H), 1 .70-1 .44 (m, 8 H). 

Example 2630 

2-Bromo-/V-(cte4-{[4-(dimethylamino)-5-me^ 
hydrochloride 

Step A: Synthesis of 2-bromo-M(c/s^[4-(dlmethylamlno)-5-methylpyrlmldln-2-yl]amlno}cyclohexyl) 
benzenesulfonamlde hydrochloride. 

[0468] Using the procedure of Example 2628, the title compound was obtained. 

ESI MS m/e 468 M + H + ; 1 H NMR (400 MHz, DMSO-dy 8 11 .9 (bs, 1 H), 8.00 (d, 1 H, J= 7.2 Hz), 7.92 (bs, 1 H), 7.82 
(d, 2 H, J = 7.6 Hz), 7.59-7.48 (m, 3 H), 3.73 (bs, 1 H), 3.21 (s, 6 H), 3.20 (bs, 1 H), 2.20 (s, 3 H), 1 .72 (m, 2 H), 1 .58 
(m,6H). 

Example 2631 

NKcls-4-{[4-(Dimethylamino)-5^ethylp^^ 
hydrochloride 

Step A: Synthesis of i^cls-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-cyclohexyl)thiophene- 
2-sulfonamide hydrochloride. 

[0469] Using the procedure of Example 2628, the title compound was obtained. 

ESi MS m/e 396 M + H + ; 1 H NMR (400 MHz, DMSO-d 6 ) 5 12.1 (bs, 1 H), 7.99 (bs, 1 H), 7.92 (bs, 1 H), 7.88 (d ( 1 H, 
J = 4.8 Hz), 7.60 (bs, 1 H), 7.57 (d, 1 H, J-2.8 Hz), 7.14 (t, 1 H, J = 4.8 Hz), 3.75 (bs, 1 H), 3.22 (s, 6 H), 3.17 (bs, 1 
H), 2.20 (s, 3 H), 1.70-1.51 (m, 8 H). 

Example 2632 

A^A^5-Trlmethyi-A^(cls-*^ 
bistrffluoroacetate 

Step A: Synthesis of A^A*,5-trimethyl-/^(cl8^{[3-(trl^ 
2,4-dlamlne bistrlfluoroacetate. 

[0470] A solution of cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-1 -aminocyclohexane (31 mg, 0. 1 2 mmol) 
and 3-trifluoromethyl benzaldehyde (22 mg, 1 eq.) in MeOH (1 .5 mL) was stirred at room temperature for 4 h. NaBH 
(OAc) 3 (85 mg, - 4 eq.) was added into the reaction, and the reaction was stirred overnight. The reaction was quenched 
with water, extracted with DCM, concentrated, and purified by prep-HPLC. 35 mg (54 %) of N 4 ,N 4 p 5-trimethyl-N 2 -(cis- 
4-{[3-(trif luoromethyl)benzyl]amino)cyclohexyl)pyrimidine-2,4-diamine bistrifluoroacetate was isolated as a white pow- 
der. 

ESI MS m/e 408 M + H 4 ; 1 H NMR (400 MHz, CDCI 3 ) 5 13.7 (bs, 1 H), 9.70 (bs, 2 H), 8.60 (d, 1 H, J = 8.8 Hz), 7.70 
(m, 2 H), 7.59 (d, 1 H, J = 8.0 Hz), 7.48 (t, 1 H, J = 8.4 Hz), 4.31 (m, 1 H), 4.23 (s, 2 H), 3.30 (m, 1 H), 3.29 (s, 6 H), 
2.25 (s, 3 H), 2.05 (m, 2 H), 1 .93 (m, 4 H), 1 .64 (m, 2 H). 
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Example 2633 

A^-(feto-4-/[4-(Dlfluoromethoxy)benzyl]amlno) cyclohexyl)-N* l N 4 ,5-trlmethylpyrfmldlne.2,4-dlamine 
bistrifluoroacetate 

Step A: Synthesis of N^(cls^aMdffluoromethoxy)benzynamlno^ 
2,4-dlamlne bistrifluoroacetate. 

[0471] Using the procedure of Example 2632, the title compound was obtained. 

ESI MS m/e 406 M + H 4 ; 1 H NMR (400 MHz, CDCy 8 13.8 (bs, 1 H), 9.60 (bs, I H), 8.60 (d, 1 H, J= 8.8 Hz), 7.46 (d, 
2 H, J= 8.8 Hz), 7.24 (s, 1H), 7.07 ( d t 2 H, J = 8.8 Hz), 6.48 (t, 1 H, J F . H = 73.6 Hz), 4.31 (m, 1 H), 4.15 (s, 2 H), 3.40 
(bs, 1 H), 3.29 (s, 6 H), 2.24 (s, 3 H), 2.05 (m, 2 H), 1 .90 (m, 4 H), 1 .63 (m, 2 H). 

Example 2634 

WMc/s^[(3-Bromo-4-methoxybenzyl^ 
blstrffluoroacetate 

Step A: Synthesis of *P-)cis+[(34romo4Hnethoxybenzyl)amino]cycioh^ 
2,4-diamine blstrffluoroacetate. 

[0472] Using the procedure of Example 2632, the title compound was obtained. 

ESI MS m/e 448 M + H+; ^H NMR (400 MHz, CDCI3) 5 13.8 (bs, 1H), 9.44 (bs, 1 H), 8.57 (d, 1 H, J = 8.0 Hz), 7.58 (d, 
1 H, J = 2.4 Hz), 7.41 (dd, 1 H, J = 8.8 and 2.0 Hz), 7.24 (s, 1 H), 6.86 ( d, 1 H, J = 8.0 Hz), 4.29 (m, 1 H), 4.07 (s, 2 H), 
3.86 (s, 3 H), 3.28 (s, 6 H), 3.25 (bs, 1 H), 2.24 (s, 3 H), 2.05-1 .85 (m, 6 H), 1 .64 (m, 2 H). 

Example 2635 

A^(3^Dlchlorophenyl)-AHcte-4-ff4-(d^^ 
methylglyclnamlde bistrifluoroacetate 

Step A: Synthesis of 2-bromo-N-[4-(4<llmethylamino-5-methyl-pyrlm^ 

[0473] cis-[4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino) cyclohexyl]-carbamic acid terf-butyl ester (3.5 g, 1 4.0 
mmol) was dissolved In 20 mL of methylene chloride, and cooled to 0°C in an ice bath. Bromo-acetyl bromide (1 .26 
mL, 14.0 mmol) was added dropwise into the stirring solution over the ice bath. The reaction mixture was stirred at 
room temperature for 10 minutes. Methylene chloride was evaporated off to yield 2-bromo-A^[4-(4-dimethylamino- 
5-methyl-pyrimidin-2-ylamino)-cyclohexyl]-acetamide as a pinkish crude solid. (6.1 g, 95%). 

ESI MS mtz 370.1 (M + H+) ; <H NMR (400 MHz, CDCI 3 ) 5 12.20 (s, 1 H), 8.21 (d, J = 7.2 Hz, 1 H), 6.85 (d, J = 6.8 Hz, 
1H), 4.15 (s, 1H), 3.97-3.89 (m, 3H), 3.31 (s, 6H), 2.27 (s, 3H), 1.93-1.72 (m, 8H). 

Step B: Synthesis of A^(3,4-dlchlorophenyl)-AHcfe^ 
cyclohexy!)-N2-methylglyclnamide bistrifluoroacetate. 

[0474] 2-Bromo-AH4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexyl]-acetamide (50 mg, 0.135 mmol) 
and (3,4-dlchloro-phenyl)-methyl-amlne (48 mg, 0.270 mmol) were dissolved in 0.8 mL of DMR The reaction mixture 
was heated via Smith Synthesizer at 180°C for 50 minutes. The crude was purified by HPLC to give N 2 -(3,4-dichlo- 
rophenyl)-N-(cis-4-{[4-(dimethylamino)-5-methy^ bistrifluoroa- 
cetate as a white solid. (1 2.8 mg, 1 8%) 

ESI MS m/z 465.3 (M + H+) ; *H NMR (400 MHz, CDCI 3 ) 5 8.75 (d, J= 6.0 Hz, 1 H), 6.80 (d, J= 2.8 Hz, 1 H), 6.67-6.65 
(m, 1 H), 6.57 (dd, J = 9.0, 3.0 Hz, 1 H), 4.13 (s, 1 H), 3.98 (s, 1 H), 3.86 (s, 2H), 3.29 (s, 6H), 3.06 (s, 3H), 2.25 (s, 
3H), 1.73-1 .62 (m,8H). 
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Example 2636 



^ep A: Synthesis of (^{[(2-Chloro-pyridlno-3^rbonyl)-arnlno]-methyl>-qfclopontyl)-carbarnlc acid tert-butyl 



S3? a O^T^^f^^T?^ ^ tert - bUty ' 6Ster (0 05 ° 9 ' 023 mmo, )> 2-ch.oronicotinoyl chloride 
2 *^h.-'n?'t ?' * B °P r °Py |eth y |amin e (0-081 mL, 0.34 mmol) were combined in dichloromethane (2.00 mL) 

SEEES"?? "f 7 d 18 hre ' The miXtUre WflS Concentrated a " d P"^ s"ica chromLgraphy 

Hz, Jab = 7.6 Hz, 1H), 7.35 (dq, Jaa = 1 .2 Hz, Jab = 4.8 Hz, Jac = 7.6 Hz, 1H), 6.56 (bs 1H) 4 59 fbs 1 H 3 <J7 /m 
1H), 3.48 (m, 2 H), 2.27 (m. 2 H), 1.94 (m, 2 H), 1.49 (m, 1 H), 1.44 (s. 9 H), 1.25 (m,2H) ' ' 

Step B: Synthesis of /<K3-Amlno-cyclopentylmethyl)-2-(4-fluoro-phenoxy)-nlcotlnamlde. 

KLS^ acid tert - but y' ^ter (0.23 mmol), 

; k T ' CeSiUm Carb ° nate ( °- 152 g « 0 46 mmol >> and dioxane < 2 00 were combined 
h A ^ 1 hr Ut " iZin9 8 S^^ynthesizer microwave apparatus. Trifluoroacetic acid (3.00 mL) was 

2f23!l mixturestirred 1 8 hrs. Then it was concentrated, neutralized with saturatsd aqueous NaHCO,. extracted 
with dichlorornethane, and concentrated to give N-(3-amino-cyclo P entylmethyl)-2-(4-fluoro-phenoxy)-nicotinamide as 
tne crude product. 

ESI MS m/e 330, M + H + ; 'H NMR (400 MHz, CDCI 3 ) 5 8.52 (dd, Jaa = 1 .0 Hz, Jab = 7.6 Hz, 1 H), 8. 1 9 (dd, Jaa = 1 .9 

? £ / o u? o 2 ' 1 H) " 8 06 (t ' J = 5 8 HZ ' 1 H2) - 6 91 (t ' J " 82 Hz ' 1 H >. 6 77 W ^a = 3.6 Hz Jab = 3.2 Hz 1 H) 
3.62 (m, 2 H), 2.26 (m. 2 H), 2.05 (m, 1 H). 1.81 (m, 2 H), 1.62 (m, 1 H). 1.48 (m, 2 H). 

Step C: Synthesis of AK((1/?,3S>3.{[4.(dlmethylamlno)-5-methylpyrlmldln.2.yn.amlno) cyclopentyl) methyl]- 
2-(4-fluorophenoxy)nlcotlnamldetrlfluoroacetate. XJ 

5 - M k eth y | - 4 - dlmeth y ,amino - 2 - ch ' { >«>Pyriniidine (0.040 g. 0.23 mmol), /V-(3.amlno-cyctopentytnethyl)- 
2-(4-fluoro-phenoxy)-ncot.namide (0.23 mmol), diisopropyl-ethylamine (0.061 mL, 0.34 mmol), and isopropanol (2 00 
mL) were combined and heated to 1 80°C for 2 hrs. utilizing a SmithSynthesizer microwave apparatus The mixture 
wasmen purified by prep LCMS(gradient:15-95%aceton^^ 

^IT" 0 ^^ 1 ^ methyl]-2-(4-fluorophenoxy)nicotinamide trifluoroacetate as a 

white solid (0.01 8 g, 13.5% over two steps). 

Hz ' J2 "I iS *! *JH £ £!" , (40 ° MHZ ' DMS °' d6) 5 11 63 (b8> 1 H) " 8 44 & J = 5-7 Hz, I H), 8.1 6 (dd, Jaa = 1 .9 
Hz, Jab = 4.8 Hz. 1 H). 8.04 (dd, Jaa = 1 .8 Hz, Jab = 7.4 Hz, 1 H), 7.98 (bs, 1 H). 7.53 (s, 1 H) 7 25-7 19 ftn 2 H) 

Example 2637 
n^Zm^ 

StepA: Synthesis of (3-ff(6.Chloro^rldlne-3s«rbonyl)-amlno]-methylh^ 

EmZm a 0 ^mTn^^° Pen ^ ,) ^ a ? te 3Cid tert " bUty ' 6Ster (0 05 ° 9 ' 0 23 mm0 ')- 6-chloronicotinoyl chloride 
it oil 9 ' ?' dllso P ro Py |eth y |amin e (0061 mL, 0.34 mmol) were combined in dichloromethane (2.00 mL) 

SZ^"T Pe ?K U r and 8tirred 18 hre " The miXtUre Wa8 COnCentrated and P^ d by "ash silica chromatography 
(5/o methanol in ethyl acetate) to give an orange gel. 

f m^lTfw^ ' ^ + u H+: 1H NMR (4 °° MHZ ' CDC, 3 ) 8 8 75 (d ' J = 2 -1 Hz, 1 H), 8.09 (dd, Jaa = 1 .8 Hz, Jab = 8 3 Hz 
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Step B: Synthesis of Nl((1fl,3S)-3-{[4-(dimethytam 
6-(2-methoxyphenoxy)nlcotlnamtdetrifluoroacetate. 

[0479] (3-{[(6-Chloro-pyridine-3^arbonyl)-€U7i!no]-methyl}-cyclopentyl)-carbamic acid tert-butyl ester (0.23 mmol), 
2-methoxyphenol (0.029 g, 0.23 mmol), cesium carbonate (0.1 52 g, 0.46 mmol), and dioxane (2.00 mL) were combined 
and heated to 180°C for 1 hr. utilizing a SmithSynthesizer microwave apparatus. Trifiuoroacetic acid (3.00 mL) was 
added and the mixture stirred 1 8 hrs. Then It was concentrated, neutralized with saturated aqueous NaHC0 3 , extracted 
with dichloromethane, and concentrated to give a foam. 5-Methyl-4-dimethylamino-2-chloropyrimidine (0.040 g, 0.23 
mmot), dilsopropylethylamine (0.061 mL, 0.34 mmol), and isopropanol (2.00 mL) were added and the combined mixture 
was heated to 180 °C for 2 hrs utilizing a Smith synthesizer microwave apparatus. The mixture was then purified by 
prep-LCMS (gradient: 15-95% acetonitrile-water with 0.05% TFA) to give N-[((1 R,3,S>3-{[4-(dimethylamino)-5-meth- 
ylpyrimidin-2-yl]amino}cyclopentyl)methyl]-6-(2-methoxyphenoxy)nicotinamidetrifluo as a white solid (0.011 

g, 8.1 % over four steps). 

ESI MS m/e 477, M + H+; 1 H NMR (400 MHz, DMSO-d e ) 5 9.05 (bs, 1H), 8.63 (s, 1 H), 8.16 (dd, Jaa = 2.2 Hz, Jab = 
8.6 Hz, 1H), 7.58 (bs, 1H), 7.23 (s, 1H), 7.19 (d, J= 6.2 Hz, 1H), 7.16 (dd, Jaa = 1.5 Hz, Jab = 7.7 Hz, 1H), 7.00 (t, J 
= 8.8 Hz, 1H), 6.91 (d, J = 12 Hz, 1H), 4.25 (bs, 1H), 3.75 (s, 3 H), 3.66 (m, 1 H), 3.29 (s, 6 H), 3.11 (m, 2 H), 2.52 (m, 
2 H), 2.23 (s, 3 H), 2.10 (m, 2 H), 1.78 (m, 1H), 1 .62 (m, 2H). 

Example 2638 

AKc/s^4-(Dimethylamino)-5^ 

Step A: Synthesis of A^[cls-4-(4-dlmethylamino-5-methyl-pyrlmidIn-2-ylamlno)-cyclohexyl]-bromoacetamlde. 

[0480] To a solution of c/s-4-(4-dimethylamino-5-methyl-pyrlmidin-2-ylamino)-1-aminocyclohexane (150 mg, 0.6 
mmol) in DCM (10 mL) was added dropwise bromacetylbromide (120 mg, I eq.) at 0 °C under an inert atmosphere. 
After 5 min stirring, DIEA (0.1 mL, 1 eq.) was added into the reaction. The reaction was stirred for an additional 3 h at 
below 15 °C, quenched, and purified by column chromatography. 
0.12 g (55 %) of the product was isolated. 

Step B: Synthesis of AKc/s^^4-(dlmethylamlno)-5-methylpyrlmldin-2-yl]amlnohcyclohexyl>- 
2-(3-fluorophenoxy)acetam!de. 

[0481] A sealed tube containing a heterogenous solution of N-[cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylami- 
no)-cyclohexyl]-bromoacetamide (30 mg, 0.08 mmol), 3-fluorophenol (27 mg, 3 eq.), and Cs 2 C0 3 (30 mg, 1.1 eq.) in 
dioxane (-0.7 mL) was reacted In a Smith microwave synthesizer for 3000 sec at 180 °C. The reaction was diluted 
with DCM, washed with sat.-NaHC0 3 (2 x) and water (1 x), concentrated, and purified by column chromatography to 
give 1 1 mg (34 %) of the product. 

ESI MS m/e 402 M + H+; 'H NMR (400 MHz, CDCI 3 ) 5 7.58 (s, 1 H), 7.26 (m, 1 H), 6.74-6.63 (m, 3 H), 6.51 (d, 1 H, 
J = 8.0 Hz), 5.15 (bs, 1 H), 4.45 (s, 2 H), 4.01 (m, 1 H), 3.97 (bs, 1 H), 3.05 (s, 6 H), 2.15 (s, 3 H), 1 .82-1 .61 (m, 8 H). 

Example 2639 

2-[(5^hloropyrWln-3-y0oxy]-AHc/s^ 
acetamide 



Step A: Synthesis of 2-[(5*htoropyrldln-3-yl)oxy]-AHc/^ 
cyclohexyl)acetamlde. 

[0482] Using the procedure of Example 2638, the title compound was obtained. ESI MS m/e 419 M + H + ; 1 H NMR 
(400 MHz, CDCI 3 ) 5 8.25 (m, 2 H), 7.53 (s, 1 H), 7.27 (t, 1 H, J = 2.4 Hz), 6.56 (d, 1 H, J = 7.6 Hz), 5.57 (bs, 1 H) 4 50 
(s, 2 H), 4.01 (bs, 2 H), 3.08 (s, 6 H), 2.1 6 (s, 3 H), 1 .83-1 .64 (m, 8 H). 
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Example 2640 

/yHe/s^4-(Dlmrthylamlnoh^ 

Step A: Synthesis of 2,4-dlchloF©-5-ethylpyrlmidlne. 

[0483] To a suspension of 5-ethyluracll (1 g, 7.1 mmol) in POCI 3 (4.5 mL) was slowly added N /V-dimethvlaniline M 
entire solut.on turned a purple color. The mixture was allowed to cool and poured very slowly into ice (-40 a) The 

"ttr SS?; f '■ 8nd the Pf0dUCt (1 2 9 >~ 1 00 % > was obtained b V co,u ™ chromatography with DCM 
1H NMR (400 MHz, CDCIg) 5 8.42 (s, 1 H), 2.75 (q, 2 H, J = 7.6 Hz), 1 .29 (t, 3 H, J= 7.6 Hz). 

Step B: Synthesis of /^cl.^1{[4-(dimethylamlno)^^|pyrlmldln-2-ylJamino)cyclohexyl). 
3,4-dlfluorobenzamlde. ' r 

h^LVu!!^ 0 2 9t 6 8 mmol >- in THF < 15 mL > was cooled to 5 «C in an ice 

bath, and 2M-dimethylamine (7 mL, 2 eq.) was slowly added. The reaction was stirred for 2 h at around 10 -C and 
the volatile solvent was removed. The residue was purified by column chromatography (hexane:DCM = 50 50 to 10- 
90) to give 0.89 g (70 %) of 2-chloro-4-dimethylamino-5-ethylpyrimidine: ESI MS m/e = 1 1 86 M + H+ 
.^f 51 ^ sealed tube containing 2-chloro-4-dimethylamino-5-ethylpyrimidine (35 mg, 0.019 mmol), c/s-(4-amino-cv- 
c.ohexyl)-3.4-d,fluoro-benzamide (48 mg, 1 eq.). DIEA (50 mg, 2 eq.), and IPA (1 mL) was reacted in I SmVh mtorowa^e 

oS , f Zer, ° r f " ^ ?° ° C> The reaCti ° n WaS di,Uted With DCM " washed with I* HO and water. concentTZ a^d 
punfied from column chromatography (DCM.MeOH = 100:0 to 95:5) to give 11 mg (14 %) of the oroduct 

(d S 'l M H 7-^^)436^^ ITbTh'S/ (S ' 1 H) 7 * (m ' 1 H >« 7 -^v^J H^notm, 1 H), 5.99 
Example 2641 

^c'«^{4-[Ethyl(methyl)amlno]-5-^ 
hydrochloride 

Step A: Synthesis of N [cla-4-({4-[ethyl(methyl)amlno].5HTiethylpyrlmldln-2-yl}amlno)cyclohexyn- 
3,4-dffluorobenzamide hydrochloride. 

[0466] A solution of 2.4-dichloro-5-methylpyrimidine (2.6 g. 16 mmol) and ethyl methylamine (2.7 mL, 2 eq ) in THF 
(20 mL) was stirred at < 10 «C for 4 h. After removal of the volatile solvent, the residue was purified by column chro- 
matography. 1 .3 g (45 %) of 2-chloro-4-(ethyl-methyl-amino)-5-methylpyrimidine was isolated 
ESI MS m/e 186 M + H+. 

[0487] Asealedtubecontainlng2-chloro-4-(ethy^^ 

no^.ohexyO-3 4-difiuoro-benzamide (1 00 mg, 1 eg.), DIEA (0.1 4 mL, 2 eq ), and IPA (1 mL) was reSti SmI 
microwave synthesizer for 2 h at 180 -C. The reaction was diluted with DCM, washed with 1-N HCI an^ater con 

wSwaTn^^ 

ESI MS m/e 404 M + H+; 1H NMR (400 MHz, DMSO-d 8 ) 8 12.0 (bs, 1 H). 8.36 (bs 1 H) 7 97 (d 1 H J - 6 0 Hrt 7 on 

Example 2642 
oeSnX^^ 

Step A: Synthesis of 2-chloro-4-dlmethylamlno-S-trlfluoromethylpyrlmldlne. 

!S ,?/ S0 ' U I i0n °! 2 - 4 - dichloro - 5 - triflu c~methylpyrimidine (1 g, 4.8 mmol) in THF (15 mL) was added 2M-dimeth- 
ylamine (4.6 mL, 2 eq.) at 0 -C. The reaction was stirred for an additional 1 .5 h at < 5 -C. concentrated, and puriSed 
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by column chromatography (DCM:hexane:MeOH « 90:10:0 to 95:0:5). 0.49 g (47 %) of 2-chloro-4-dimethylamino- 
5-trifluoromethylpyrimidlne was isolated. 

ESI MS m/e 226 M + H+; 1H NMR (400 MHz, CDCI3) 8 8.36 (s, 1 H), 3.21 (s, 6 H). 

Step B: Synthesis of cte-[4-(4-Dlmethylamlno-5-trlfluorom 
acid tert-butyl ester. 

[0489] A sealed tube containing 2-chloro-4-dlmethylamino-5-trifluoromethylpyrimldlne (0.49 g, 2.0 mmol), ds-(4-ami- 
no-cyclohexyl)-carbamte acid tert-butyl ester (0.47 g, 1 eq.), DIEA (0.7 mL, 2 eq.) in IPA (2.5 mL) was reacted in a 
Smith microwave synthesizer for 2 h at 1 75 °C. The solution was concentrated and purified by column chromatography 
(DCM:MeOH = 100:0 to 96:4). 0.57 g (65 %) of cis-[4-(4<limethylamino-5-trifluoromemyl-pyrimldin-2-ylamino)-<y- 
clohexyl]-carbamlc acid tert-butyl ester was isolated. 

ESI MS m/e 404 M + H + ; 1 H NMR (400 MHz, CDCI 3 ) 88.15 (s, 1 H), 5.10 (bs, 1 H), 4.53 (bs, 1 H), 3.94 (bs, 1 H), 3.61 
(bs, 1 H), 3.09 (s, 6 H), 1 .78-1 .49 (m, 8 H), 1 .44 (s, 9 H). 

Step C: Synthesis of cls-N-(4-dlmethy lamlno-5-trif luoromethyl-pyrimidin-2-yl)-cyclohexane-1 ,4-diamine. 

[0490] To a solution of cis-[4-(4-dlmethylamino-5-trifluoromethyl-pyrimidin-2-ylamino)-cyclohexyl]-ca 
butyl ester (0.55g, 1 .3 mmol) in DCM (1 0 mL) was added TFA (7 mL). The reaction was stirred at room temperature 
for 2 h and concentrated. The residue was neutralized with sat-NaOH, and the aqueous layer was extracted with DCM 
(3 x). The combined organic layers were washed with water, dried, and concentrated to give 0.25 g (65 %) of c/s-A/-^4- 
dimethylamino-5-trifluoromethyl-pyrimidin-2-yl)-cyclohexane-1 ,4-diamine. 

ESI MS m/e 304 M + H+; 1 H NMR (400 MHz, CDCI3) 8 8.16 (s, 1 H), 5.42 (bs, 1 H), 3.98 (bs, 1 H), 3.09 (s, 6 H), 2.87 
(bs, 1 H), 1 .81 (m, 2 H), 1 .73-1 .65 (m, 4 H), 1 .43 (m, 4 H). 

Step D: Synthesis of A^c/s-4-{[4-(dimethylamino)-5-(trif luoromethyl)pyrlmidin-2-yl]amlno}cyclohexyl)-3,5-bis 
(trffluoromethyl)benzamide trif luoroacetate. 

[0491] To a solution of c/s-/V-(4-dimethylamino-5-trifluoromethyl-pyrimidin-2-yl)-cyclohexane-1 ,4-diamine (30 mg, 
0.01 mmol) in dry benzene (2 mL) was added 3,5-bistrifluoromethyl benzoyl chloride (27 mg, 1 eq.) and followed by 
Et 3 N (20 jiL, 2.5 eq). The reaction was stirred overnight, concentrated, and purified by prep-HPLC. 32 mg (49 %) of 
N-(c^4-{[4-(dimethylamino)-5-(trifluoromethyl) 
trifluoroacetate was isolated as a white powder. 

ESI MS m/e 544 M + H+; 1 H NMR (400 MHz, CDCI3) 8 9.35 (d, 1 H, J = 8.0 Hz), 8.47 (s, 1 H), 8.32 (s, 2 H), 8.07 (s, 
1 H), 7.61 (d, 1 H, J = 8.4 Hz), 4.31 (bs, 1 H), 4.20 (bs, 1 H), 3.33 (s, 6 H), 1.93-1.79 (m, 8 H. 

Example 2643 

W^c/s^fl4-(Dlmethylamlno)-5^trmuorom 
benzamide trifluoroacetate 

Step A: Synthesis of AKcis-4-{[4-(dimethylamino)-5-(trifluoromethyl)pyrimidln-2-yl]amino}cyclohexyl)- 
4-(trifluoromethoxy)benzamide trifluoroacetate. 

[0492] Using the procedure of Example 2642, the title compound was obtained. 

ESI MS m/e 492 M + H+; 'H NMR (400 MHz, CDCI 3 ) 8 9.45 (d, 1 H, J = 8.0 Hz), 8.05 (s, 1 H), 7.88 (d, 2 H, J= 8.8 Hz), 
7.24 (m, 2 H, overlapped with solvent), 7.04 (d, 1 H, J = 8.4 Hz), 4.27 (bs, 1 H), 4.1 8 (bs, 1 H), 3.31 (s, 6 H), 1 .89-1 .77 
(m, 8 H). 

Example 2644 

AHcr/s^fl4-(Dlmethylamlno)^ 
suit lnyl}acetamlde hydrochloride 

Step A: Synthesis of (3-trlf luoromethyl-phenylsulfanyl)-acetlc acid ethyl ester. 

[0493] A solution of ethyl bromoacetate (0.65g, 3.2 mmol), 3-trifluoromethyl thiophenol (0.88 g, 1.5 eq.), and Et 3 N 
(1 .5 mL) in THF (15 mL) was stirred for 2 h at 62 °C. The mixture was diluted with DCM, washed with sat.-NaHC0 3 
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(3x) and water, dried with MgS0 4 , and concentrated. The crude product (0.73 g, 85 %) was used to next reaction 
without a further purification. 

1H NMR (400 MHz, CDCI3) 8 7.62 (s, 1 H). 7.55 (d, 1 H, J = 8.0 Hz), 7.46-7.37 (m, 2 H), 4.16 (q, 2 H, J = 7.2 Hz), 3.66 
(s, 2 H), 1 .22 (t, 3 H, J = 7,2 Hz). 

Step B: Synthesis of (3-trtf luoromethyl-phenylsulfinyl)-acetlc acid ethyl ester. 

[0494] To a solution of (3-trifluoromethyl-phenylsuffanyl)-acetic acid ethyl ester (0.5 g, 1 .9 mmol) in DCM (10 mL) 
was added 77 %-MCPBA (0.42 g, I eq.) under Ar atmosphere at 0 °C. The reaction was stirred for an additional 3 h, 
diluted with DCM, washed with sat-NaHC0 3 and water, and concentrated. (3-trifluoromethyl-phenylsulfinyl)-acetic acid 
ethyl ester (0.34 g, 64 %) and (34rifluoromethyl-phenylsulfonyl)-acetic acid ethyl ester (0.15 g, 27 %) were isolated by 
column chromatography (hexane:EtOAc = 95:5 to 80:20). 
(3-Trifluoromethyl-phenylsulfinyl)-acetic acid ethyl ester: 

1 H NMR (400 MHz, CDCI 3 ) 5 7.95 (s, 1H), 7.87 (d, 1H, J = 8.0 Hz), 7.78 (d, 1 H, J = 8.0 Hz), 7.67 (t, 1 H, J= 8 0 Hz) 
4.15 (q, 2 H, J= 7.2 Hz), 3.86 (d, 1 H, J= 14.0 Hz), 3.70 (d, 1 H, J= 14.0 Hz), 1 .22 (t, 3 H, J- 7.2 Hz). 
(3-Trifluoromethyl-phenylsulfonyl)-acetlc acid ethyl ester 

1H NMR (400 MHz, CDCI3) 8 8.20 (s, 1 H), 8.14 (d, 1 H, J = 7.6 Hz), 7.94 (d, 1 H, J = 7.6 Hz), 7.74 (t, 1 H, J = 7.6 Hz) 
4.15 (s, 2 H), 4.14 (q, 2 H, J = 7.6 Hz), 1.20 (t, 3 H, J= 7.2 Hz). 

Step C: Synthesis of (3-trffluoromethyl-phenylsulfinyl)-acetlc acid. 

[0495] To a heterogenous solution of (3-trifluoromethyl-phenylsulfinyl)-acetic acid ethyl ester (0.2 g, 0.7 mmol) in 
H 2 0 (5 mL)/EtOH (0.5 mL) was added KOH (120 mg, 3 eq.). The reaction was stirred for 2 h at 85 °C,' concentrated 
to about half of the reaction volume, and acidified with conc-HCI at an ice bath. (3-Trifluoromethyl-phenylsuif inyl)-acetic 
acid (100 mg, 56 %) was filtered and dried. 

'H NMR (400 MHz, DMSO-d 6 ) S 8.05 (s, 1 H), 8.01 (d, 1 H, J = 8.0 Hz), 7.92 (d, 1 H, J = 8.0 Hz), 7.81 (t, 1 H, J = 8 0 
Hz), 4.16 (d, 1 H, J = 14.4 Hz), 3.87 (d, 1 H, J = 14.4 Hz). 

Step D: Synthesis of AKc/s^-{[4-(dlmethylamlno)-5-methylpyrimidin.2-yl]amlno}^cyclohexyl)-2-{ 
[3-(trlfluoromethyl)phenyl]sulflnyl}acetamlde hydrochloride. 

[0496] To a solution of c/s-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-1-aminocyclohexane (60 mg, 0.024 
mmol) in DCM (5 mL) was added (3-trffluoromethyl-phenylsulfinyl)-acetic acid (60 mg, 1 eq.), followed by HATU (85 
mg, 1 .1 eg.), and Et^N (30 jiL). The reaction was stirred for 16 h at room temperature and concentrated. The residue 
was purified by column chromatography to give A^(c/s^-{[4-(dimethylamino)-5-methylpyrimidin-2-y)]amino}cycto- 
hexyl)-2-{[3-(trifluoromethy))pheny)Jsu)finy)} acetamide (52 mg, 45%), which was converted to HCI salt with 4M-HCI 
in dioxane. 

ESI MS m/e 484 M + H + ; 1 H NMR (400 MHz, DMSO-d 6 ) 8 11.7 (bs, 1 H), 8.08 (d, 1 H, J = 6.4 Hz), 7.99 (m, 2 H) 7 92 
(d, 1 H, J= 8.0 Hz), 7.90 (bs, 1 H), 7.82 (t, 1 H, J= 8.0 Hz), 7.59 (s, 1 H), 3.94 (d, 1 H, J = 12.8 Hz), 3.86 (d 1 H J = 
1 2.8 Hz), 3.80 (bs, 1 H), 3.68 (bs, 1 H), 3.25 (s, 6 H), 2.23 (s, 3 H), 1 .70- 1 .50 (m, 8 H). 

Example 2645 



2-[(3ADIchlorophenyl)sufflnylhAHc^^ 
acetamide hydrochloride 

Step A: Synthesis of 2-[(3,4-dlchlorophenyl)sulflnyl].N-(cls.4-{[4-(dlmethyl amino)-5-methylpyrlmidln-2-yl] 
amlno}cyclohexyl)acctamlde hydrochloride. 

[0497] Using the procedure of Example 2644, the title compound was obtained. 

ESI MS m/e 484 M + H + ; iH NMR (400 MHz, DMSO-d 8 ) 8 11.9 (bs, 1H), 8.13 (d, 1H, J=6.8 Hz), 7.98 (bs 1H) 7 87 
(s, 1H), 7.86 (d, 1H, J=8.8 Hz), 7.65 (d, 1H, J = 8.8 Hz), 7.61 (bs, 1H), 3.93 (d, 1H, J= 12.8 Hz), 3.87 (d, 1H, J= 12 8 
Hz), 3.81 (bs, 1 H), 3.64 (bs, 1 H), 3.25 (s, 6 H), 2.23 (s, 3 H), 1 .70-1 .50 (m, 8 H). 
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Example 2646 

sulfonylfacetamlde hydrochloride 

Synthe8te of ^ c, «^4-(dlmethylainlnoHi-methylpyrlmldln.2.yllamino}- cyclohexyl)-2-{ 
[3-(trlfluoromethylJphenyr]8ulfonyl]acetamlde hydrochloride. 

[0498] (3-frifluoromethyl-phenylsulfonyl)-aceticacid ethyl ester was obtained from step B in Example 2644 The ester 
lUlSffS^S? ^'"^""^y-P^yl^onyD-acetlc acid using the procedure of step C in Example 2644 

nZ/, 4.69 (S, 2 n). 

IM9 ?f n°^« IUti 1 0 ! 1 0f ^^-^^^'"^-^hy'-Pyrimidin^-ylaminoVI-aminocyclohexane (56 mg. 0.023 
mmol) in DCM (5 mL) was added (3-trifluoromethyl-phenylsulfonyl)-acetic acid (60 mg, 1 eq.), followed by HATU (85 
mg, 1.1 eq.) and Et 3 N (30 U L). The reaction was stirred for 16 h at room temperature and concentrated. The residue 
was purified by column chromatography to give W-(c/s-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yllamino)cv- 
clohexyl)-2-([3-(trifluoromethy0phenyl] sulfonyljacetamide (50 mg, 45%), which was converted to HCI salt with 4M HCI 
in dioxane. 

5!^ S n? M + H+: 1H NMR (4 °° MHZ " DMS °-ds) 811-6 (bs. 1 H), 8.22 (d. 1 H, J = 6.4 Hz), 8.1 7-8 1 2 (m 3 H) 
(S 3 !!'), 1 7ol = 1 7 47 6 (m Z) 6 H) 7 ^ ' ^ ? " * ' * * ' ^ 3 1 H) ' 3 61 <* 1 ^ 3 25 

Example 2647 

Step A: Synthesis of 2^loro-AHc*s^-(4^lnurthylamlno-5-meW^ 

nicotinamide. * 1 

•° 5 r!?L ,S 8 ?v' Uti ° n ° f ^ 4 -( 4 - dimeth y | ^ in °- 5 ^ em y'-Pynmiclin-2-ylamino)-1-amlnocyclohexane (0.6 g, 2 4 mmol) 
in DCM (20 mL) was added 2-chloronicotinoyl chloride (0.44 g, 1 .01 eq.) and followed by DIEA (0 4 mL - 1 1 eq ) 
The reaction was stirred overnight at room temperature, washed with sat-NaHC0 3 (2x) and water (1x), dried with 
COncentrated - 77,6 crude residue was P urif 'ed by column chromatography to give 2-chloro-N-[cis- 
4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexyl]-nicotinamide(0 57g 65%) 

?! T^'J^ + H+: ^ NMR (4 °° MHZ> CDC ^ 5 8 72 (5S ' 1 H >' 847 < d - 1 H ' J - 5 0 HZ). 7.98 (d, 1 H, J = 7 0 
U) 1 £ 1 1 SO (m 8 H) 8 ° 5 0 HZ> * 7 28 1 H) ' 6 1 H ' ' = 8 0 HZ) * 418 (m ' 2 H) ' 3 27 (S " 6 H) ' 2 23 (S ' 3 

Step B: Synthesis of AKc/s^{[4-(dlmethylamlno)-5.methylpyrlmldln.2.yl]amlnol^yclohexyl)- 
2-(4-fluorophenoxy)nlcotlnamide hydrochloride. 

[0501] A sealed tube containing 2-chloro-N-{cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexyll- 
? V' mm0,) ' 4 - f, "° r0pheno1 < 025 9' 2 5 Cs 2 C <>3 (0 33 g, H eq.), and dioxaneTmL) wai 
^T?" 0 * 8 ^ s y nthesi2er for 1 h at 180 "C. The reaction was diluted with DCM, washed with 
M^OH 1 nn n t ok Kw tef i 1 X Au rie(1 ' concentrated - The residu e was purified by column chromatography (DCM: 
MeOH - 1 00.0 to 95:5) to gfce ^c/^-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)<yclohe 
^nicotinamide (0.33 g. 80 %). The neutral compound was dissolved in DCM (5 mL), and 4M-HCI 0 45 mL 2 5 
?ii d 0Xane , Wa ! added After2 ° min stirri "3. removal of the volatile solvent gave N- (c/s-^-tdimeihylamino)- 
5-methylpynm.din-2-yl]amino}cydohexyl)-2-(4-fluorophenoxy)nicotinamidehydrc)chloride ny.am.no, 
ESI MS m/e 465 M + H+; 1H NMR (400 MHz, DMSO-da) 8 12.1 (bs, 1 H), 8.34 (d, 1H, J= 7 2 Hz) 815 fdd 1 H J - 
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Example 2648 

2^2-Bromophenoxy)-AHci8-4-{[4-(^ yl]amlno}cyclohexyl)nlcotinamlde 
hydrochloride 

Step A: Synthesis of 2-(2-bromophenoxy)-AKc/s^([4-(dl^ 
cyclohexyl)nlcotlnamlde hydrochloride. 

[0502] Using the procedure of Example 2647, the title compound was obtained. 

ESI MS m/e 525 M + H + ; 1 H NMR (400 MHz, DMSO-dg) 5 11 .8 (bs, 1 H), 8.20 (d, 1 H, J = 7.6 Hz), 8.16-8.11 (m, 2 H), 
7.96 (bs, 1 H), 7.70 (dd, 1 H, J = 8.0 and 1.6 Hz), 7.60 (s, 1 H), 7.47-7.38 (m, 2 H), 7.25-7.19 (m, 2 H), 3.97 (bs, 1 
H), 3.89 (bs, 1 H), 3.24 (s, 6 H), 2.22 (s, 3 H), 1 .74 (bs, 8 H). 

Example 2649 

2-(4-Bronrophenoxy)-N^c/s^[4-(dlmethy^ 
hydrochloride 

Step A: Synthesis of 2^4-bromophenoxy)-A/-(c/s-4-{[4-(dlmethylamino)-5-methylpyrlmidin-2-yl]amlno} 
cyclohexyQnlcotlnamide hydrochloride. 

[0503] Using the procedure of Example 2647, the title compound was obtained. 

ESI MS m/e 525 M + H + ; 1 H NMR (400 MHz, DMSO-cfe) 8 11.9 (bs, 1 H), 8.28 (d, 1 H, J = 7.0 Hz), 8,12 (dd, 1 H, J = 
4.4 and 1 .6 Hz), 7.97 (d, 1 H, J = 7.6 Hz), 7.91 (bs, 1 H), 7.56 (bs, 1 H), 7.54 (d, 2 H, J = 8.8 Hz), 7.17 (m, 1 H), 7.14 
(d, 2 H, J = 8.8 Hz), 3.87 (bs, 1 H), 3.81 (bs, 1 H), 3.19 (s, 6 H), 2.16 (s, 3 H), 1.65 (bs, 8 H). 

Example 2650 

2^4-Chlorophenoxy)-N-(e/fr4-{[4-(dIme^ 
hydrochloride 

Step A: Synthesis of 2-(4-chlorophenoxy)-A^(cls-4-{[4-(dlmethylamino)-5-methylpyrimidln-2-yl]amino} 
cyclohexyQnicotlnamide hydrochloride. 

[0504] Using the procedure of Example 2647, the title compound was obtained. ESI MS m/e 481 M + H + ; 1 H NMR 
(400 MHz, DMSO-dg) 8 11.8 (bs, 1 H), 8.27 (d, I H, J = 6.6 Hz), 8.12 (dd, 1 H, J = 4.8 and 1 .6 Hz), 7.97 (dd, 1 H, J = 
7.0 and 1.6 Hz), 7.86 (bs, 1 H), 7.55 (s, 1 H), 7.41 (d, 2 H, J = 8.8 Hz), 7.20 (d, 2 H, J= 8.8 Hz), 7.17 (m, 1 H), 3.88 
(bs, 1 H), 3.81 (bs, 1 H), 3.19 (s, 6 H), 2.16 (s, 3 H), 1.65 (bs, 8 H). 

Example 2651 

2-[(5K:hioropyrldin^-yl)oxy]-/V-(cis^tf^ 
nicotinamide hydrochloride 

Step A: Synthesis of 2^(5-chloropyridln-3-yl)oxy]-/V-(cte^ 
cyclohexyl)nlcotinamlde hydrochloride. 

[0505] Using the procedure of Example 2647, the title compound was obtained. 

ESI MS m/e 482 M + H + ; 1 H NMR (400 MHz, DMSO-c/ 6 ) 8 11.6 (bs, 1 H), 8.46 (s, 1 H), 8.31 (d, 1 H, J= 1.6 Hz), 8.01 
(bm, 1 H), 7.83 (t, 1 H, J = 2.0 Hz), 7.56 (d, 1 H, J = 5.2 Hz), 7.49 (bm, 1 H), 7.25 (bs, 1 H), 6.07 (bs, 1 H), 5.74 (s, 1 
H), 4.51 (bs, 1 H), 4.00 (bs, 1 H), 3.23 (s, 6 H), 2.19 (s, 3 H), 1.90 (m, 2 H), 1.75 (m, 4 H), 1 .39 (m, 2 H). 
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Example 2652 

2Kter«>utyrthlo)-AKcte^{[4-(dl^ 
hydrochloride 

Step A: Synthesis of 2^te#W>utyfthlo^AHc/s^fl4-(dl^ 
nicotinamide hydrochloride. 

[0506] A sealed tube containing 2^hloro-AHc^-(4<limethyla^ 

nicotinamide (70 mg, 0.018 mmol), 2-methyl-2-propanethiol (80 mg, 5 eq.), Cs 2 C0 3 (60 mg, 1.1 eq) in dioxane (0.8 
mL) was reacted in a Smith microwave synthesizer for 1 .5 h at 180 °C. The reaction was diluted with DCM, washed 
with sat-NaHC0 3 (3x) and water (1x), dried, and concentrated. The residue was purified by column chromatography 
(DCM:MeOH = 100:0 to 95:5) to give 2-(fe/t^utylthio)-A/-(c/S"4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cy- 
clohexyl)nlcotinamide (50 mg, 62 %), which was converted to HCI salt. 

ESI MS m/e 443 M + H + ; 1 H NMR (400 MHz, DMSO-flfe) 5 12.2 (bs, 1 H), 8.47 (dd, 1 H, J = 4.8 and 1 .6 Hz), 8 40 (d 
1 H, J = 6.0 Hz), 8.00 (bm, 1 H), 7.62 (s, 1 H), 7.56 (dd, 1 H, J = 7.6 and 1.6 Hz), 7.15 (m, 1 H), 3.90 (bs, 2 H), 3 25 
(s, 6 H), 2.21 (s, 3 H), 1 .80-1 .65 (m, 8 H), 1 .49 (s, 9 H). 

Example 2653 

NKc/s^[4-(dimethylamino)-5-methylpyrlm^ 
hydrochloride 

Step A: Synthesis of /^c/s^[4-(dlmethylamlnoh5-m^^ 
nicotinamide hydrochloride. 

[0507] Using the procedure of Example 2652, the title compound was obtained. 

ESI MS m/e 429 M + H+; 1H NMR (400 MHz, DMSO-cy 5 12.4 (bs, 1 H), 8.44 (m, 2 H), 8.04 (d, 1 H, J = 6.8 Hz) 7 63 
(d, 2 H, J=6.4 Hz), 7.12 (m, 1 H), 3.85 (bs, 2 H), 3.24 (s, 6 H), 3.06 (t, 2 H, J= 6.8 Hz), 2.21 (s, 3 H), 1.83-1.65 (m, 
8 H), 1 .62 (m, 2 H), 0.95 (t, 3H,J= 7.2 Hz). 

Example 2654 

WYc/s-4-a4-(Dlmethylamlno)-5-methylpyrlmldln-2-yl] amino}cyclohexyl)-2^isopropylthlo)nicotinamlde 
hydrochloride 

Step A: Synthesis of AKc/^4-{[4-(dimethylamino)-5-methylpyrlmldin-2-yl]amlno}-cyclohexyl)- 
2-(lsopropylth»o)nlcotlnamlde hydrochloride. 

[0508] Using the procedure of Example 2652, the title compound was obtained. 

ESI MS m/e 429 M + H+; 1H NMR (400 MHz, DMSO<l 6 ) 5 12.2 (bs, 1 H), 8.46 (dd, 1 H, J = 4.8 and 1.6 Hz) 8 42 (bs 
1 H), 8.02 (d, 1 H, J= 6.4 Hz), 7.62 (m, 2 H), 7.12 (m, 1 H), 3.95 (sept, 1 H, J= 6.4 Hz), 3.83 (bs, 2 H), 3.25 (s, 6 H),' 
2.21 (s, 3H), 1.82-1.65 (m, 8 H), 1.30 (d, 6 H, J = 6.8 Hz). 

Example 2655 

2^tert-ButyteufflnylhAHcte-4-{^ 

Step A: Synthesis of 2^fert-butylsumnyl)-^(cls^{[4-(dimethylamino).S-methylpyrimidin-2-yl)amlno) 
cyclohexyl)nicotinamide. 

[0509] To a solution of /V-[c/s^-(4-dimethylamino-5-methyl-pyrimidin-27lamino)-^clohexyl]-2-tert-butyl sulfanyl- 
nicotinamide (30 mg, 0.07 mmol) in DCM (5 mL) was added MCPBA (1 6 mg, 1 .1 eq) at 0 °C. The reaction was stirred 
for an additional 2 h at < 10 °C with monitoring the progress by ESI MS. The reaction was diluted with DCM, washed 
with sat.-NaHC0 3 (2x) and water (1x), dried, concentrated, and purified by column chromatography (DCM MeOH = 
100:0 to 94:6). 26 mg (85 %) of 2-(tert-butylsulfinyl)-N-(c^ 
clohexyl)nicotinamide was isolated. 

ESI MS m/e 459 M + H+; ^H NMR (400 MHz, CDCI3) 6 8.71 (dd, 1 H, J= 4.8 and 1.6 Hz), 8.54 (d, 1 H, J = 6.8 Hz), 



334 



EP1464 335A2 



8.20 (d, 1 H, J = 8.0 Hz), 7.61 (s f 1 H), 7.43 (dd, 1 H, J=8.0 and4.0 Hz), 5.03 (d, 1 H, J = 6.0 Hz), 4.12 (bs, 1 H), 3.98 
(bs, 1 H), 2.99 (s, 6 H), 2.12 (s, 3 H), 1.87-1.75 (m, 8 H), 1.23 (3, 9 H). 

Example 2656 

5 

2^(3,4-Dmuorophenyl)sultonyn-N-(cl^ 
nicotinamide hydrochloride 

Step A: Synthesis of N-{cla-4-(4-dlmethylamlno-5-methyl-pyrlmidln-2-ylamlno)-cyclohexylJ- 
10 2-(3 } 4-difluorophenyl)-8ulfanyl-nlcotlnamlde. 

[0510] A sealed tube containing 2-chloro-A^c/s^-(4<lime%lamino-5-methy^ 

nicotinamide (100 mg, 0.025 mmol), 3,4-drfluorothiophenol (90 mg, 2.5 eq.), CS2CO3 (150 mg, 2 eq), and dioxane (2 
mL) was reacted in a Smith microwave synthesizer for 1 .0 h at 180 °C. The reaction was diluted with DCM, washed 
1$ with sat-NaHC0 3 (3x) and water (1x), dried, and concentrated. The residue was purified by column chromatography 
(DCM:MeOH = 100:0 to 95:5) to give N-[cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)<yclohexyO-2-(3 f 4-diN 
luorophenylj-sulfanyl-nicotinamide (70 mg, 55 %). 

ESI MS m/e 499 M + H+; 1 H NMR (400 MHz, CDCI 3 ) 8 8.34 (dd, 1H, J= 4.8 and 1 .6 Hz), 7.79 (dd, 1H, J = 7.2 and 2.0 
Hz), 7.62 (s, 1H), 7.35 (m, 1H), 7.25 (m, 1H), 7.16 
20 (m, 1H), 7.08 (dd, 1 H, J= 7.6 and 4.8 Hz), 6.28 (d, 1H, J= 7.2 Hz), 4.71 (d, 1H, J= 7.2 Hz), 4.18 (m, 1H), 3.97 (m, 
1H), 3.02 (s, 6 H), 2.13 (s, 3 H), 1.92-1.85 (m, 4 H), 1.80-1.74 (m, 4H). 

Step B: Synthesis of 2-[(3,4Hdifluoropheny05ulfonyl]-N-(cis-4-{[4-(dlmethylamlno>-5-methylpyrlmldin-2-yl] 
amlno}cyclohexyl)nlcotlnamlde hydrochloride. 

25 

[0511] To a solution of N-[cis-4-(4-dimethylamino-5-methyl-pyrlmidin-2-ylamino)-cyclohexyl]-2-(3,4-dlfluorophenyl)- 
sulfanyl-nicotinamide (45 mg, 0.09 mmol) in DCM (6 mL) was added MCPBA (77 %, 31 mg, 2 eq.) at 0 °C under Ar 
atmosphere. The reaction was stirred overnight, washed with sat.-NaHC0 3 (2 x) and water, concentrated, and purified 
by column chromatography (DCM:MeOH = 100:0 to 94:6). 25 mg (53 %) of 2-[(3,4-difluorophenyl)sulfonyl]-N-(cis-4-{ 
30 [4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)nicotinamide was isolated and converted to its HCI salt. 
ESI MS m/e 531 M + H+; 1 H NMR (400 MHz, DMSO-d 5 ) 5 11 .8 (bs, 1 H), 8.70 (m, 2 H), 8.04 (m, 1 H), 7.95 (dd, 1 H, 
J = 7.6 and 1.6 Hz), 7.89 (m, 1 H), 7.78-7.70 (m, 2 H), 7.60 (s, 1 H), 3.95 (bs, 1 H), 3.87 (bs, 1 H), 3.25 (s, 6 H), 2.22 
(s,3H), 1.76 (bs, 8H). 

35 Example 2657 

/V^3,4-Dmuorophenyl>/Y-(c/s-4-Q4-(dlme 
trlfluoroacetate 

40 step A: Synthesis of ethyl 3,4-dif luorophenylcarbamate. 

[0512] 3,4-Dlfluoroaniline (2.8 mL, 28 mmol) and A/.Af-diisopropylethylamine (5.4 mL, 31 mmol) were dissolved in 
10 mL of anhydrous THF, and cooled to 0°C in an ice bath. Ethyl chloroformate (5.4 mL, 31 mmol) was added slowly 
into the stirring solution over the ice bath. The solution was allowed to warm up to room temperature and stir for 30 
45 minutes. The solvent was removed via vacuo and the crude solid was purified by column chromatography using ethyl 
acetate and hexane mixture (3:97) to yield ethyl 3,4-difluorophenylcarbamate as an off-white solid. (5.59 g, 99%) 
ESI MS m/z 202.1 (M + H + ) ; 1 H NMR (400 MHz, DMSO-de) 8 9.79 (s, 1H), 7.55-7.50 (m, 1H), 7.29-7.22 (m, 1H), 
7.16-7.15 (m, 1 H), 4.10 (q, J= 7.2 Hz, 2H), 1.22 (t, J= 7.2 Hz, 3H). 

so step B: Synthesis of (3 f 4-dlfluoro-phenyl)-methyl-amlne. 

[0513] Lithium aluminum hydride (22 g, 56 mmol) was placed in a 500 mL round bottom flask. THF (100 mL) was 
syringed into the flask under argon. The solution was cooled to 0°C in an ice bath. To the ice-cold solution, 3,4-difluor- 
ophenylcarbamate (5.59 g, 28 mmol) was added slowly into the flask. The solution was refluxed for 3 hours. After 
55 cooling the reaction mixture to 0°C, H 2 0 (3 mL), 1 N NaOH (3 mL), and then more H 2 0 (15 mL) were added for 
quenching. The precipitate was filtered off and THF was evaporated from the filtrate. The crude was dissolved in 150 
mL of ethyl acetate, washed with water, and dried over Na 2 S0 4 . The organic solvent was removed via vacuo to yield 
(3,4-difluoro-phenyl)-methyl-amine as a light brown oil. (2.86 g, 71 %) ESI MS m/z 1 44.2 (M + H + ) ; 1 H NMR (400 MHz, 
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CDCI 3 ) 6 7.04-6.97 (m, 1H), 6.46-6.39 (m, 1H), 6.32-6.28 (m, 1H), 3.69 (b, 1H), 2.86 (s, 3H). 

Step C: Synthesis of N-{3,4-dmuorophenyl)-tf-(cls-4KI4-(dlmethylam 
cyclohexyl)-N-methylurea trifluoroacetate. 

[0514] cis-[4-(4-dlmethlarnino-6-methyl-pyrimidin-2-ylajTiino) cyclohexyl]-carbamic acid ferf-butyl ester (100 mg, 
0.402 mmol) and 1,1 -carbonyldiimidazole (78.1 mg, 0.482 mmol) were dissolved in 1 mL of methylene chloride and 
allowed to stir at room temperature overnight. To the vial, (3,4-difluoro-phenyl)-methyl-amine (88 mg, 0.603 mmol) was 
added. The solution was heated via Smith Synthesizer at 130°C for 15 minutes. The solvent was evaporated, and 1 
mL of methanol was added to the crude. The crude was purified by HPLC to yield N (3,4-difluorophenyl)-N-(cis-4-{ 
[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)-N-methylurea trifluoroacetate as a white solid. (47.8 mg, 
22%) 

ESI MS m/z 419.3 (M + H + ) ; 1 H NMR (400 MHz, CDCI3) 8 14.0 (s, 1 H), 8.62 (d, J = 6.4 Hz, 1 H), 7.29-7.21 (m, 2H), 
7.13-7.01 (m,2H),4.61 (bs, 1 H),4.10(m, 1 H),3.78 (m, 1 H), 3.46-3.29 (b, 3H), 3.24 (s, 6H),2.24 (s,3H), 1.77-1.56 
(m, 8H). 

Example 2658 

N- [(cls-4- [4-(Dimethylamlno)-6-methylpyrimidin-2-yl] amino j cydobexyl) methyl]-3,5-bls(trif luoromethyl) 
benzamide hydrochloride 

Step A: Synthesis of N^cls-A-amlno-cyclohexylmethyl^^-bistrlf luoromethyl- benzamide trifluoroacetate. 

[051 5] To a solution of cis-(4-aminomethyl-cyclohexyl)-carbamic acid tert-butyl ester (1 .1 g, 4.8 mmol) in dry benzene 
(15 mL) was added 3,5-bistrifluoromethyl benzoyl chloride (1.33 g, 1 eq.) and followed by Et 3 N (-2 mL) at room 
temperature under N 2 . The reaction was stirred for an additional 2 h at room temperature, washed with sat.-NaHCO a 
(3x) and water (1x), dried with MgS0 4 , and concentrated. The crude {cis-{4-[(3,5-Bis-trifluoromethy)-benzoylamino)- 
methy)]-cyclohexyl}-carbamic acid tert-butyl ester was pure enough to use for the next deprotection without a further 
purification. 

{cis-{4-[(3,5-Bis-trifluoromethyl-benzoy)amino)-methy)]-cyclohexy)}-cart)amic acid tert-butyl ester (2.1 g, 4.5 mmol) 
was dissolved in DCM (10 mL), and TFA (5 mL) was added to the reaction. After 1 .5 h stirring at room temperature, 
removal of the volatile solvent gave crude A/-^4-amino-cyclohexylmethyl)-3,5-bis-trifluoromethyl-benzamide trifluoro- 
acetate as a sticky oil. Addition of water (-40 mL) to the crude product and shaking well for 5 ~ 10 min provided 
formation of precipitates, and the ppts were filtered, washed with water, and dried; 1 .40 (61 %) of N-(4-amino-cyclohex- 
ytmethyl)-3,5-bis-trifluoromethyl-benzamide trifluoroacetate was isolated as a white powder 

ESI MS m/e 369 M + H+; 1 H NMR (400 MHz, DMSO-cy 6 8.97 (bs, 1 H), 8.47 (s, 2 H), 8.29 (s, 1 H), 7.78 (bs, 3 H), 
3.29 (t, 2 H, J = 6.8 Hz), 3.15 (bs f 1 H), 1 .78 (bs, 1 H), 1 .66 (m, 4 H), 1 .52 (m, 4 H). 

Step B: Synthesis of ^(cis4K[4-(dlmethylamlno>^-methylpyrlmldin-2-yl]amlno)-cyclohexyl)methyl]-3,5-bls 
(trlfluoromethyl)benzamlde hydrochloride. 

[0516] A sealed tube containing 2-chloro-4-dimethylamino-6-methylpyrimidine (0.21 g, 1.2 mmol), N-(cis-4-amino- 
cyclohexylmethyl)-3 ( 5-bistrifluoromethyl-benzamide trifluoroacetate (0.6 g, 1 eg.), DIEA (0.45 mL, 2 eq.), and terf- 
BuOH (2.5 mL) was reacted for 1 .6 h at 185 °C in a Smith microwave synthesizer. The reaction was diluted with DCM, 
washed with diluted-HCI and water, dried, and concentrated. The crude product was purified by column chromatography 
(silica gel; DCM:MeOH = 100:0 to 95:5). 0.3 g (50 %) of N-[(cls-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexyl) methyl]-3,5-bis(trifluoromethyl)benzamide was isolated and converted to HCI-salt. 
ESI MS m/e 504 M + H + ; 1 H NMR (400 MHz, CDCI 3 ) 5 12.8 (bs, 1H), 8.72 (d, 1 H, J = 8.0 Hz), 8.39 (s, 2 H), 7.93 (s, 
1 H), 7.43 (bs, 1 H), 5.70 (s, 1 H), 4.24 (bm, 1 H), 3.49 (t, 2 H, J = 4.4 Hz), 3.22 (s, 3 H), 3.1 1 (s, 3 H), 2.31 (s, 3 H), 
1 .91 -1 .79 (m, 5 H), 1 .64-1 .56 (m, 4 H). 
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Example 2659 

N^jcis^^e-^^Difluorophenyl^ulflnyOpyrazIn^-yl }amlno)cyclohexyl]-M,W*,5-trimethylpyrimldine- 
2,4-diamlne 

Step A: Synthesis of cte-[1-(6^hloi*>-pyrazln«2-ylam 
cyclohexane. 

[0517] A sealed tube containing c/s-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-1 -aminocyclohexane hydro- 
chloride (0,2 g, 0.7 mmol), 2,6-dichloropyrazine (0.1 g, 1 eq.) ( DIEA (0.3 mL, 2 eq.), and IPA (2 mL) was reacted for 
1 .5 h at 1 70 °C in a Smith microwave synthesizer. The reaction was diluted with DCM, washed with IN-HCI and water, 
concentrated, and purified by column chromatography (DCM:MeOH = 100:0 to 96:4). 0.15 g (61 %) of c/s-[1-(6-chloro- 
pyrazin-2-ylamino)-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)J-cyclohexane was isolated. 
ESI MS m/e 362 M + H + ; 1 H NMR (400 MHz, CDCI3) 8 8.70 (bs, 1 H), 7.76 (s, 1 H), 7.71 (s, 1 H), 7.29 (s, 1 H), 5.32 
(bs, 1 H), 4.11 (bs, 1 H), 4.00 (bs, 1 H), 3.27 (s f 6 H), 2.23 (s, 3 H), 1 .80 (m, 8 H). 

Step B: Synthesis of cte{1-[6-(3 f 4-difluoro-phenyteultonyl)-pyrazi^ 
pyrlmidln-2-ylamlno)}-cyclohexane. 

[0518] A sealed tube containing cis-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-1 -(6-chloro-pyrazin-2-ylami- 
no)-cyctohexane (0.1 g, 0.27 mmol), 3,4-difluorothiophenol (0.1 g, 2.5 eq.), Cs 2 C0 3 (0.15 g, 2 eq.), and dioxane (2 
mL) was reacted for I h at 180 °C in a Smith microwave synthesizer. The reaction was diluted with DCM, washed with 
sat-NaHC0 3 (3x) and water, concentrated, and purified by column chromatography to give 85 mg (65 %) of cis- 
{1-[6-(3,4-difluoroi)henylsulfanyl)iDyrazin-2-ylamino]-4-(4-dimethylamino-5-methyl-pyrim 
ane. 

ESI MS m/e 472 M + H+; 1 H NMR (400 MHz, CDCI 3 ) 5 7.60 (s, 1 H), 7.48 (s, 1 H), 7.42 (m, 2 H), 7.29 (m, 1 H), 7.15 
(m, 1 H), 6.70 (bs, 1 H), 5.15 (d, 1 H, J = 7.6 Hz), 4.03 (bs, 1 H), 3.67 (bm, 1 H), 3.1 6 (s, 6 H), 2.19 (s, 3 H), 1 .81 -1 .61 
(m, 8 H). 

Step C: Synthesis of ^-[c/s-4- ({6-[(3,4-dlf luorophenyl)sumnyl]pyrazln-2-yl] amino)-cyc!ohexyl]-N<,N* 
5-trlmethylpyrimldlne-2,4-dlamine. 

[0519] To a solution of cis^-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-1-[6-(3,4-difluoro-phenylsulfanyl)- 
pyrazin-2-ylamino]-cyc!ohexane (35 mg, 0.07 mmol) in DCM (5 mL) was added MCPBA (33 mg, 2 eq.) at room tem- 
perature under an Ar atmosphere. The reaction was stirred overnight, washed with sat-NaHC0 3 (2x) and water, con- 
centrated, and purified by column chromatography (DCM:MeOH = 100:0 to 95:5). 12 mg (33 %) of A^-/c/s-4-({6-[(3,4-dl- 
fluorophenyl)sulfnyl]pyrazin-2-yl}amino) cydohexyn-A/*,A^,5-trimethylpyrimidine-2,4-diamine was isolated. 
ESI MS m/e 488 M + H + ; 1 H NMR (400 MHz, CDCI 3 ) 8 8.25 (s, 1H), 7.87 (s, 1 H), 7.63 (m, 1 H), 7.57 (s, 1 H), 7.53 
(m, 1 H), 7.26 (m, 1 H), 5.36 (bs, 1 H), 5.14 (d, 1 H, J = 6.8 Hz), 4.01 (bs, 1 H), 3.82 (bm, 1 H), 3.06 (s, 6 H), 2.15 (s, 
3 H), 1.87-1.60 (m, 8 H). 

Example 2660 

c/s-A^[1-(4-Bromophenyl)ethyn-4-{I4-(dlmethylamino)-5-methylpyrlmidin-2-yl]amlno} 
cyclohexanecarboxamlde hydrochloride 

Step A: Synthesis of c/s-W-{1-(4-bromophenyl)ethyl]-4-{[4-(dimethylami*no)-5 methylpyrlm!din-2-yl]amino) 
cyclohexanecarboxamlde hydrochloride. 

[0520] To a solution of c/s-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexanecarboxylic acid obtained 
from step B of Example 2594 (24 mg, 0.08 mmol) in DCM (3 mL) was added 1-(4-bromophenyl)-ethylamine (18 mg, 
1 eq.), and followed by HATU (36 mg, 1 .1 eq.) and E^N (20 \iL). The reaction was stirred overnight, concentrated, and 
purified by column chromatography (DCM:MeOH = 100:0 to 95:5). 16 mg (41 %) of c/s-/V-[1-(4-bromophenyl)ethyl]-4- 
{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexanecarboxamide was isolated and converted to HCI salt. 
ESI MS m/e 460 M -1- H + ; 1 H NMR (400 MHz, DMSO-cy 8 11 .0 (bs, 1 H), 8.20 (d, 1 H, J = 7.6 Hz), 7.66 (bs, 1 H), 7.50 
(s, 1 H), 7.43 (d, 2 H, J = 8.4 Hz), 7.18 (d, 2 H, J = 8.4 Hz), 4.79 (m t 1 H), 3.95 (bs, 1 H), 3.19 (s, 6 H), 2.23 (bs, 1 H), 
2.1 6 (s, 3 H), 1 .70-1.50 (m, 8 H), 1 .24 (d, 3 H, J= 7.2 Hz). 
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Example 2661 

N-[(c/s^-fl5-methyl-4-(methylamlno)pyrlmidln^^ 
benzamldehydrochlorld© 

Step A: Synthesis of (2-Chloro-5-methyl-pyrimldin-4-yl)-methyl-amine. 

[0521] 2,4- Dichloro-5-methylpyrimidine (3.8g, 23.4mmol) in 20ml in CH 2 CI 2 was added 2.0 M methylamine in methyl 
alcohol (14.05ml, 28.1mmol) at 0 °C. The reaction mixture was stirred overnight and then the excess solvent was 
evaporated off and the material subjected to chromatography (50% hexanes in ethyl acetate) to yield (2-Chloro-5-me- 
thyl-pyrimidin-4-yl)-methyl-amine (968.7mg, 6.17mmol, 26%) as a white solid. 

ESI MS 1 58.0 M+H+; 1 H NMR (400 MHz, DMSO-de) 6 7.86 (s, 1 H), 7.39 (s, 1 H), 2.93-2.92 (d, J = 4 Hz, 3H), 2.04 (s, 3H). 

Step B: Synthesis of AH(cfe-4-{[5-methyl^methytamlno)py^ 
(trifluoromethyl)benzamldehydrochlorlde. 

[0522] To a solution of (2-Chloro-5-methyl-pyrimidin-4*yl)-methyl-amine (200mg, 1 .27mmol) in 1 mL 2-propanol was 
added cis-N-(4-amino-cyclohexylmethyl)-3,5-bis-trifluoromethyl-benzamide in TFA salt (736mg, 1.52mmol) and DIEA 
(2.54mmol). The mixture was heated in a microwave synthesizer at 180°C for 2 hours. The solvent was evaporated 
and the material subjected to chromatography (70 - 95% ethyl acetate/ hexanes) The combined compound was dis- 
solved in CH 2 CI 2 and was added 2 M HCI in diethyl ether (5.6ml, 1 .42mmol) to yield N-[(cis-4-{[5«methyl-4-(methylami- 
no)pyrimidin-2-yl]amino}cyclohexyl)methy^ 0.84mmol, 66%) 

as a white solid. 

ESI MS 490.4 M+H+; 1 H NMR (400 MHz, DMSO-dg) 8 11 .5 (s, 1H), 8.86-8.83 (t, J = 4 Hz, 8 Hz, 1 H), 8.32 (s, 2H), 8.11 
(s, 1H), 8.03 (bs, 1H), 7.97 (bs, 1H), 7.40 (s, 1H), 3.90 (bs, 1H), 3.24 (s, 3H), 3.06-3.04 (d, J= 8 Hz, 2H), 2.72-2.71 
(d, J= 4 Hz, 3H), 1 .54 (bs, 4H), 1 .42 (m, 4H), 1 .20 (2H). 

Example 2662 

c/s^{[4-(Dimethylamlno)-5-methylpyrimldln-2-yl]amlno}-^[(1R)-1-(3^ethoxyphenyl)ethyq 
cyclohexanecarboxamlde hydrochloride 

Step A: Synthesis of c/s-4-{[4-(dimethylamino)-5-methylpyrlmidln-2-yl]amino)-A^[(1 R)-1-(3-methoxyphenyl) 
ethyljcyclohexanecarboxamlde hydrochloride. 

[0523] Using the procedure of Example 2660, the title compound was obtained. 

ESI MS m/e 412 M + H + ; 1 H NMR (400 MHz, DMSO-dy 8 10.9 (bs, 1 H), 7.98 (d, 1 H, J = 8.0 Hz), 7.53 (bs, 1 H), 6.98 
(t, 1 H, J = 8.0 Hz), 6.63 (d, 1 H, J = 7.4 Hz), 6.62 (s, 1 H), 6.54 (d, 2 H, J= 8.0 Hz), 4.64 (m, 1 H),3.79(bs, 1 H), 3.50 
(s, 3 H), 3.03 (s, 6 H), 2.08 (bs, 1 H), 1 .97 (s, 3 H), 1 .60-1 .30 (m, 8 H), 1 .1 0 (d, 3 H, J= 6.8 Hz). 

Example 2663 

cte-4-fl4-(Dlmethy laml no)-5-methy Ipy rlmldi n-2-y IJaml no}- A#-[(1 R)-1 -(1 -naphthyQethyl] 
cyclohexanecarboxamlde hydrochloride 

Step A: Synthesis of c/s-4-fl4-(dlmethylamlno}-5-methyl^^ 
cyclohexanecarboxamlde hydrochloride. 

[0524] Using the procedure of Example 2660, the title compound was obtained. 

ESI MS m/e 432 M + H+; 1 H NMR (400 MHz, DMSO-c/g) S 11 .1 (bs, 1 H), 8.39 (d, 1 H, J = 8.0 Hz), 8.09 (d, 1 H, J = 
8.0 Hz), 7.94 (m, 1 H), 7.82 (d, 1 H, J = 8.0 Hz), 7.73 (bs, 1 H), 7.56-7.49 (m, 5 H), 5.69 (m, 1 H), 4.01 (bs, 1 H), 3.25 
(s, 6 H), 2.33 (bs, 1 H), 2.23 (s, 3 H), 1 .85-1 .55 (m, 8 H), 1 .49 (d, 3 H, J = 6.8 Hz). 
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Example 2664 

AKc/s-44[4-(Dlmethylamino)-5^ hydrochloride 

Step A: Synthesis of NHc/s-4-{[4-(dlmethylamlno)-^ 
3-methytbenzamlde hydrochloride. 

[0525] Using the procedure of example 2523, the title compound was obtained. 

ESI MS m/e 368 M + H + ; 1 H NMR (400 MHz, DMSO-dg) 8 1 2.2 (bs, 1 H), 8.28 (bs, 1 H), 7.98 (bd, 1 H, J= 6.0 Hz), 7.64 
(m, 3 H), 7.31 (s, 1H), 7.30 (s, 1H), 3.91 (bs, 1H), 3.85 (bs, 1H), 3.25 (s, 6 H), 2.35 (s, 3 H), 2.22 (s ( 3 H), 1.85 (bs, 2 
H), 1.70 (bs, 6 H). 

Example 2665 

N4cls^[(4-Methylqu!nolln-2-yl^ 

Step A: Synthesis of cte-A^(4-amlno-cyclohexyl)-3,5-bls(trlfluoromethyl)-benzamlde. 

[0526] To a solution of cis-(4-amino-cyclohexyl)-carbamic acid tert-butyl ester (3.2 g, 0.015 mol) in CH 2 CI 2 (50 mL) 
was added DIEA (3.9 mL, 0.022 mol). The mixture was cooled on an ice bath and 3,5-bis(trif luormethyl)benzoyl chloride 
(2.9 mL, 0.015 mol) was slowly added. The mixture was brought to room temperature and stirred for I hour. After this 
time, the solvent and excess DIEA was evaporated in vacuo. The resulting oil was re-dissoived in CHgClg (30 mL) and 
extracted with H 2 0 (30 mL),1M NaOH (30 mL), and brine (30 mL). The brine layer was twice back extracted with 
CH 2 CI 2 and the organic layers were combined, dried over MgS0 4 , and concentrated. The resulting precipitate was re- 
dissolved in CH 2 Cl2 (50 mL) and TFA (4.6 mL, 0.060 mol) was added. The solution was stirred at room temperature 
for 4 hours (or until the reaction was complete as judged by TLC). The excess solvent was evaporated off and the 
resulting oil was dissolved in 30 mL CHjjCfe. The organic layer was extracted with 30 mL of a dilute NaOH (aq) / 
NaHC0 3 (aq) solution (the aq ueous layer was confirmed to remain basic during the extraction using pH paper indicator). 
The aqueous layer was back extracted twice with CH 2 Cl2 and the organic layers combined, dried over MgS0 4 , and 
concentrated. A precipitate formed that was subsequently filtered and washed with a cold 50% ether in hexanes solution 
to yield c/s-A/-(4-amlno-cyclohexy])-3,5-bis(trifluoromethyl)-benzamide (4.0 g, 0.011 mol, 77%) as a white solid. 
ESI MS 355.0 M+H+ ; 'H NMR (400 MHz, CD 3 OD) 8 8.44 (s, 2H), 8.18 (s, 1 H), 4.04 (m, 1 H), 3.00 (m, 1 H), 1 .89-1 .84 
(m, 2H), 1 .79-1 .74 (m, 4H), 1 .74-1 .64 (m, 2H). 

Step B Synthesis of M{cJ^[(4-methylqulnolln-2-yl)am^ 
hydrochloride. 

[0527] To a solution of 2-chloro-4-methyl-quinoline (326 mg, 1 .84 mmoi) in 2 mL f-BuOH was added DIEA (369 uL, 
2.12 mmol) and c?/^W-(4-amino-cyclohexyl)-3,5-bis(trifluoromethyl)-benzamide (500 mg, 1 .41 mmoi). The mixture was 
then heated in a microwave at 1 80 °C for 12 hours. The reaction mixture was cooled and concentrated and the resulting 
oil was purified by column (<5 % MeOH in CH 2 CI 2 ). The organic solvents were evaporated and the resulting oil was 
re-dissolved into 4 mL CH^fe and HCI (1 .4 mL, 2.82 mol) was added. The reaction was stirred for 30 minutes and the 
solvent was removed. A precipitate formed that was subsequently filtered and washed with a cold 50% ether in hexanes 
solution to yield /^c/s-4-[(4-methylquinolin^ hydrochloride 
(620 mg, 1 .1 7 mmol, 83%). 

ESI MS 496.4 M+H+; 'H NMR (400 MHz,CD 3 OD) 6 8.47 (s, 2H), 8.21 (s, 1 H), 8.05 (d, 1 H, J= 8.0 Hz), 7.93 (bs, 1 H) 
7.82 (t, 1 H, J = 7.8 Hz), 7.59 (t, 1 H, J = 8.2 Hz), 7.09 (bs, 1 H), 4.17 (m, 1 H), 4.15 (m, 1 H), 2.73 (s, 3H), 2.08-1 .95 
(m, 8H). 

Example 2666 

AKe/s^[4-(Dlmethylamlno)-5^ethylpyrl^ 
hydrochloride 

Step A: Synthesis of N-(c/^4-{[4.(dlmethylamlno)-5-methylpyrlmldln-2-ylJamlno}cyclohexyl)- 
3-(trifluoromethoxy)benzamlde hydrochloride. 

[0528] Using the procedure of example 2523, the title compound was obtained. 
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ESI MS m/e 438 M + H+; 1 H NMR (400 MHz, CDCI 3 ) 6 12.9 (bs, 1 H), 8.59 (bd, 1 H t J= 6.8 Hz), 7.69 (s, 1 H), 7.68 (d, 
1 H, J = 8.4 Hz), 7.43 (t, 1 H, J = 8.0 Hz), 7.30 (d, 1 H, J = 7.6 Hz), 7.20 (d, I H, J= 5.2 Hz), 6.55 (d, 1 H, J= 8.0 Hz), 
4.17 (bs, 1 H), 4.10 (bs, 1 H), 3.29 (s, 6 H), 2.24 (s, 3 H), 1.98-1.83 (m, 6 H), 1.73 (m, 2 H). 

Example 2667 

NYc/s^K[4-(DImethylamlno^ 
hydrochloride 

Step A: Synthesis of W^e/s^-{[4-(dlmethylamino)-^ 
4-(trifluoromethoxy)benzamlde hydrochloride. 

[0529] Using the procedure of example 2523, the title compound was obtained. 

ESI MS m/e 438 M + H + ; 1 H NMR (400 MHz, CDCI3) 5 12.3 (bs, 1 H), 8.54 (bd, 1 H, J = 6.8 Hz), 7.86 (d, 2 H, J = 8.8 
Hz), 7.22 (d, 2 H, J= 8.8 Hz), 7.21 (s, 1 H), 6.68 (d, 1 H, J = 8.0 Hz), 4.17 (bs, 1 H), 4.10 (bs, 1 H), 3.28 (s, 6 H), 2.24 
(s, 3 H), 1 .95-1 .85 (m, 6 H), 1 .72 (m, 2 H). 

Example 2668 

3- Chloro-^(cfe-4-{[4-(dimethylamino)-5-m 
benzamide hydrochloride 

Step A: Synthesis of 3-chloro-N-(cls-4-{[4-(dlmethylamino)-5-methylpyrlmldln-2-yl]amino}cyclohexyl>- 

4- (trlfluoromethoxy)benzamfde hydrochloride. 

[0530] Using the procedure of example 2523, the title compound was obtained. 

ESI MS m/e 472 M + H+; iH NMR (400 MHz, CDCI 3 ) 6 12.5 (bs, 1 H), 8.37 (bd, 1 H, J = 7.2 Hz), 8.06 (s, 1 H), 7.86 
(d, 1 H, J = 8.4 Hz), 7.51 (d, 1H, J= 8.4 Hz), 7.30 (d, 1 H, J = 8.0 Hz), 7.24 (s t 1 H), 4.17 (bs, 1 H), 4.08 (bm, 1 H), 3.28 
(s, 6 H), 2.23 (s, 3 H), 1 .92-1 .85 (m, 6 H), 1 .71 (m, 2 H). 

Example 2669 

4-Chloro-N-(cls4-{[4-(dimethylamino>^ 
benzamide hydrochloride 

Step A: Synthesis of 4-chloro-N-(cis4-{[4-(dlmethylamlno)-5-methylpyrlmidln-2-yl]aminoJcyclohexyl)- 
3-(trifluoromethyl)benzamide hydrochloride. 

[0531] Using the procedure of example 2523, the title compound was obtained. 

ESI MS m/e 456 M + H+; 1H NMR (400 MHz, CDCI 3 ) 6 12.8 (bs, 1 H), 8.58 (bd, 1 H, J = 6.8 Hz), 8.19 (s, 1 H), 7.90 
(d, 1 H, J = 8.4 Hz), 7.54 (d, I H, J = 8.4 Hz), 7.19 (bd, 1H,J = 5.2 Hz), 6.76 (d, 1 H, J = 8.4 Hz), 4.19 (bs, 1 H), 4.10 
(bm, 1 H), 3.29 (s, 6 H), 2.24 (s, 3H), 1 .94-1 .83 (m, 6 H), 1 .72 (m, 2 H). 

Example 2670 

3,5-Dlchloro-/V*(cJ^{[4-(dlmethylaml 

Step A: Synthesis of 3,5-dlchloro-^-(c/s»4-{[4-(dlmethylamlno)-5-methylpyrlmldln-2-yl]amlno}cyclohexyl) 
benzamide hydrochloride. 

[0532] Using the procedure of example 2523, the title compound was obtained. 

ESI MS m/e 422 M + H+; 1 H NMR (400 MHz, DMS&dJ 8 12.1 (bs, 1 H), 8.50 (bs, 1 H), 8.02 (bd, 1 H, J= 5.2 Hz), 
7.86 (d, 2 H, J = 1 .6 Hz), 7.77 (t, 1 H, J- 1.6 Hz), 7.63 (s, 1 H), 3.90 (bs, 1 H), 3.85 (bs, 1 H), 3.25 (s, 6 H), 2.22 (s, 
3 H), 1.85 (bs,2H), 1.70 (bs, 6 H). 
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Example 2671 

3,4-Dlchloro-A^cte-4-{[4-(dl^ cyclohexyl)-benzamlde 
hydrochloride 

Step A: Synthesis of 3,4^lchloro-/*(c/s^{[4-(dlme^ 
benzamlde hydrochloride. 

[0533] Using the procedure of example 2523, the title compound was obtained. 

ESI MS m/e 422 M + H+; 'H NMR (400 MHz, DMSO-dg) 8 12.2 (bs, 1H), 8.47 (bs, 1H), 8.09 (d, 1H, J= 2.0 Hz), 8.05 
(d, 1 H, J= 6.4 Hz), 7.82 (dd, 1H, J= 8.0 and 1 .6 Hz), 7.71 (d, 1H, J= 8.4 Hz), 7.63 (s, 1H), 3.90 (bs, 1 H), 3.85 (bs, 
1 H), 3.25 (s, 6 H), 2.22 (s, 3 H), 1 .85 (bs, 2 H), 1 .70 (bs, 6H). 

Example 2672 

5-Bromo-N-(cls-4-{I4-(dlmethyiamino)-5-methylpyrlmldln-2-yl]amino}cyclohexyl)-2-furamide 

Step A: Synthesis of 5-bromo-N-(cis-4-{[4-(dlmethylamlno)-5-methylpyrlmldin-2-yl]amlno}cyclohexyl)- 
2-furamlde. 

[0534] Using the procedure of example 2523, the title compound was obtained. 

ESI MS m/e 422 M + H+; 1H NMR (400 MHz, CDCI 3 ) 5 7.64 (s, 1H), 7.02 (d, 1H, J = 3.6 Hz), 6.41 (d, 1 H, J = 3.6 Hz), 
6.23 (bs, 1 H), 4.77 (bs f 1 H), 4.08 (bs, 1 H), 3.96 (bs, 1 H), 3.02 (s, 6 H), 2.14 (s, 3H), 1.88-1.60 (m, 8 H). 

Example 2673 

N^cls-4-{[4-(Dlmethylamlno)-5H* 

Step A: Synthesis of N-(cls-4-{[4-(dlmethylamlno)-5-methylpyrlmidin-2-yl]amino}cyclohexyl)- 

2- (methylsulfonyl)benzamide. 

[0535] Using the procedure of example 2523, the title compound was obtained. 

ESI MS m/e 432 M + H + ; 1 H NMR (400 MHz, CDCIg) 8 8.02 (d, 1 H, J = 7.6 Hz), 7.69 (t, 1 H, J= 8.0 Hz), 7.59 (t, 2 H, 
J = 7.6 Hz), 6.39 (d, 1 H, J = 8.0 Hz), 6.34 (bs, 1 H), 4.1 0 (bs, 2 H), 3.33 (s, 3 H), 3.25 (s, 6 H), 2.25 (s, 3 H), 1 .93-1 .71 
(m, 8 H) . 

Example 2674 

AHc/s4-{[4~(Dlmethylamlno)-5Hiiethylpyrta^ 

Step A: Synthesis of AKc/s4-{[4-(dlmethylamlno)-5-methylpyrlmldln-2-yl]amlno}cyclohexyl)- 

3- (methyl8Ulf6nyl)benzamide. 

[0536] Using the procedure of example 2523, the title compound was obtained. ESI MS m/e 432 M + H + ; 1 H NMR 
(400 MHz, CDCy 8 8.40 (s, 1H), 8.18 (d, 1H, J= 7.6 Hz), 8.08 (d, 1H, J = 7.6 Hz), 7.67 (t, 1H, J= 7.6 Hz), 7.34 (s, 
1H), 6.99 (d, 1H, J= 8.0 Hz), 6.57 (bd, 1H, J= 6.4 Hz), 4.17 (bm, 2 H), 3.32 (s, 6 H), 3.16 (s, 3 H), 2.27 (s, 3 H), 
1.90-1.71 (m,8H). 

Example 2675 

A^c/s4-{[4-(Dfmethylamino)-5^ethylpyrlm^ 

Step A: Synthesis of Af-(c/e-4-{[4-(dimethylamlno)-5-methylpyrimidin-2-yl]amlno}cyclohexyl)- 

4- (methylsulfonyl)benzamide. 

[0537] Using the procedure of example 2523, the title compound was obtained. 

ESI MS m/e 432 M + H+; 'H NMR (400 MHz, CDCI 3 ) 8 8.04 (d, 2 H, J = 8.4 Hz), 7.98 (d, 2 H, J= 8.4 Hz), 7.28 (s 1 
H), 6.86 (d, 1 H, J= 8.4 Hz), 6.41 (d, 1 H, J= 7.6 Hz), 4.14 (bm, 2 H), 3.32 (a, 6 H), 3.07 (s, 3 H), 2.27 (s, 3 H), 1 .90-1 .71 
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(m,8H). 
Example 2676 

Methyl 2^eto^4-(dlmethylamlno)-5-methylpyr^ 

Step A: Synthesis of methyl 2-{[(c^{I4^dlmethylamlno>.5-methylpyrlmldln-2-ynamlno)eyclohexyl)amlno1 
carbonyljbenzoate. 

[0836] Using ths procedure of example 2523, the title compound was obtained. 

ESI MS nVe 428 M + H+; 'H NMR (400 MHz, CDCI3) 8 8.10 (bs, 1 H), 7.87 (d, 1 H, J = 7.6 Hz), 7.52 (t, 1 H, J = 7 6 
Hz), 7.46 (m, 2 H), 7.30 (s, 1 H), 6.56 (d, 1 H. J = 8.0 Hz), 4.13 (bm, 2 H), 3.87 (s, 3 H), 3.24 (s, 6 H), 2.22 (s, 3 H), 
1.93-1.75 (m, 8 H). 

Example 2677 

Methyl 3-fl(e*s.4-[[4-(dlmethylamlno>5-methylpyr^ 

Step A: Synthesis of methyl 3-{[(cl»^a4-{dlmemylamlno>5-methylpyrlmldln.2-yl]amlno}cyclohexyl)amlno1 
carbonyljbenzoate. 

[0539] Using the procedure of example 2523, the title compound was obtained. 

ESI MS m/e 428 M + H+; 1H NMR (400 MHz, CDCy 8 8.48 (s, 1 H), 8.17 (bs, 1 H), 8.14 (d. 1 H. J = 7.6 Hz). 8.08 (d 
1 H, J =7.6 Hz). 7.51 (t, 1 H, J= 8.0 Hz), 7.31 (s, 1 H). 7.16 (d, 1 H, J= 7.6 Hz), 4.14 (bm, 2 H), 3.94 (s, 3 H), 3.26 
(s, 6 H), 2.23 (s, 3 H), 1 .93-1 .73 (m, 8 H). 

Example 2678 

2-{[(c/fr4-{[4-(Dlmethylamlno)-5-methylpyrlmldln-2-yl]amlno}cyclohexyl)amlnoJcarbonyl)benzoicacld 
hydrochloride 

Step A: Synthesis of 2-a(c/s-4-ff4-(dlmethylamlno)-5-methylpyrlmldln-2^l]amlno}cyclohexyl)amlno]carbonvl) 
benzoic acid hydrochloride. 

[0540] Using the procedure of example 2523, the title compound was obtained. 

ESI MS m/e 398 M + H+; iH NMR (400 MHz, DMSO-d 6 ) 8 12.5 (bs, 2 H), 8.32 (bs. 1 H), 8.04 (d, 1 H. J = 6 4 Hz) 7 80 
(d, 1 H. J = 7.6 Hz), 7.68 (s, 1 H), 7.58 (m, 1 H), 7.51 (t, 1 H, J= 7.6 Hz), 7.39 (d, 1H, J= 7.6 Hz), 3.89 (bs, 2 H)' 3 28 
(s.6H),2.25(s,3H), 1 .85-1 .70 (m, 8 H). 

Example 2679 

3^(ete4-a4-(mmethylamino)*memylpyrlmld^ 
hydrochloride 

Step A: Synthesis of 3-{[(c^fl4-(dlmethylamlno)-5-methylpyrlmldln-2.yl]amlno}cyclohexyl)amlno]carbonyl) 
benzole acid hydrochloride. * 

[0541 J Using the procedure of example 2523, the title compound was obtained. 

ESI MS m/e 398 M + H*; 1H NMR (400 MHz, DMSO-ds) 8 13.2 (bs, 1 H), 12.3 (bs, 1 H), 8.59 (bs, 1 H), 8.47 (m 1H) 
8.16-8.11 (m, 3 H), 7.72 (s, 1H). 7.64 (t, 1 H, J= 8.0 Hz), 3.95 (bs, 2 H). 3.32 (s. 6 H), 2.29 (s, 3 H), 1.93 (bs, 2 H), 
1 .78 (bs, 6 H). 
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Example 2660 

AHc/s-4-{[4-(Dlmethylam!no^ hydrochloride 

Step A: Synthesis of AKc/s^-{[4-(dlmethylamlno)^methylpyrimldln-2-yl}amino)cyclohexyl)- 
3,4-dtfluorobenzamide hydrochloride. 

[0542] Using the procedure of example 2526, the title compound was obtained. 

ESI MS m/e 390 M + H+; NMR (400 MHz, DMSO-de) S 12.7 (bs, 1 H), 8.37 (bs, 1 H), 7.93-7.88 (m, 2 H), 7.73 (m, 
1 H), 7.51 (dd, 1 H, J= 18.8 and 8.4 Hz), 6.26 (s, 1 H), 3.96 (bs, 1 H), 3.84 (bs, 1 H), 3.17 (s, 3 H), 3.13 (s, 3 H), 2.25 
(s, 3 H), 1 .85 (bm, 2 H), 1 .70 (bs, 6 H). 

Example 2681 

AHcls-44[4-(Dlmethylamlno)^Hnethyl^ 
hydrochloric acid 

Step A: Synthesis of AK^/^4-{[4-(dlmethylamlno)-6-methylpyrlmidln-2-yl] amlnoJ-cyclohexylJ-S^-bls 
(trlf luoromethyl)benzamide hydrochloric acid. 

[0543] To a solution of (2-chloro-6-methyl-pyrimidin-4-yl)-dimethyl-amine (242 mg, 1 .41 mmol) in 2 mL f-BuOH was 
added DIEA (369 uL, 2.12 mmol) and cis-N-(4-amino-^clohexyl)-3,5-bis(trifluoromethyl)-benzamide (500 mg, 1.41 
mmol). The mixture was then heated in a microwave at 180 °C for 1.7 hours. The reaction mixture was cooled and 
concentrated and the resulting oil was purified by column (<5 % MeOH in CH 2 CI 2 ). The organic solvents were evap- 
orated and the resulting oil was re-dissolved into 4 mL CH 2 CI 2 and HCI (1 .4 mL, 2.82 mol) was added. The reaction 
was stirred for 30 minutes and the solvent was removed. A precipitate formed that was subsequently filtered and 
washed with a cold 50% ether in hexanes solution to yield A/-(c/s-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexyl)-3,5-bis(trifluoromethyl)benzamide hydrochloric acid (653 mg, 1.24 mmol, 88%). 

ESI MS 490.4 M+H+ ; 1 H NMR (400 MHz, CD30D) 5 12.58 (bs, 1H), 8.81 (d, 1H, J= 6.4 Hz), 8.50 (s, 2H), 8.30 (s, 
1H), 7.89 (bs, 1H), 6.28 (s, 1H), 4.00 (m, 1H), 3.90 (m, 1 H), 3.18 (s, 3H), 3.12 (s, 3H), 2.25 (s, 3H), 1.87-1.71 (m, 8H). 

Example 2682 

N-(cl9*4-) [4-(Dimethylamino)-6-methylpyrimldln-2-yl]amino}cyclohexyl)-4-(trifiuoromethoxy)benzamide 
hydrochloride 

Step A: Synthesis of AH^*^-{[4-(dimethylamino)-6-methylpyrimldln-2-yl]amlno)cyclohexyl)- 
4-(trlfluoromethoxy)benzamide hydrochloride. 

[0544] Using the procedure of example 2526, the title compound was obtained. 

ESI MS m/e 438 M + H + ; 1 H NMR (400 MHz, CDCI3) 5 13.0 (bs, 1 H), 8.52 (bd, 1 H, J= 7.6 Hz), 7.87 (d, 2 H, J= 8.8 
Hz), 7.23 (d, 2 H, J= 8.8 Hz), 6.84 (d, 1 H, J= 8.0 Hz), 5.72 (s, 1 H), 4.22 (bm, 1 H), 4.11 (bm, 1 H), 3.24 (s, 3 H), 3.12 
(s, 3 H), 2.34 (s, 3 H), 1 .95-1 .85 (m, 6 H), 1 .72 (m, 2 H). 

Example 2683 

3^h loro-AHc^4-{[4-(dinrwthylamin^ 
benzamide hydrochloride 

Step A: Synthesis of 3-chloro-ytf-(c/s-4-{[4-(dimethylamino)-6-methylpyrimldin-2-yl]amino}cyclohexyl)- 
4-(trifluoromethoxy)benzamlde hydrochloride. 

[0545] Using the procedure of example 2526, the title compound was obtained. 

ESI MS m/e 472 M + H+; 'H NMR (400 MHz, CDCI 3 ) 6 12.9 (bs, 1 H), 8.52 (d, 1 H, J= 7.6 Hz), 7.96 (d, 1 H, J= 2A 
Hz), 7.73 (dd, 1 H, J = 8.8 and 2.0 Hz), 7.34 (d, 1 H, J = 8.4 Hz), 6.59 (d, 1 H, J= 8.0 Hz), 5.72 (s, 1 H), 4.22 (bm, 1 
H), 4.10 0 (bm, 1 H), 3.24 (s, 3 H), 3.12 (s, 3 H), 2.34 (s, 3 H), 1.95-1.83 (m, 6 H), 1 .72 (m, 2 H). 
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Example 2684 

4^hloro.M(cte^{[4-(dlmethylamlnoH-methylpyrimldln-2.ynamlno^ 

Step A: Synthesis of 4-chloro-/¥.(c/s^Wdlmethy^^ 
benzamlde hydrochloride. 

[0546J Using the procedure of example 2526, the title compound was obtained 

ESI MS m/e 388 M + H- i H NMR (400 MHz, CDCI3) 5 13.1 (bs, 1 H), 8.57 (bd, 1 H, J= 8.0 Hz), 7.73 (d, 2 H, J= 8 4 

(^^^ 

Example 2685 

3,4-Dichloro-»(cls^4-(dlm*hyta 

Step A: Synthesis of 3,4«Mchloro-/*(c#s^ff4-(dlmethytam 
benzamlde hydrochloride. 

[0547] Using the procedure of example 2526, the title compound was obtained. ESI MS m/e 422 M + H+- 1 H NMR 

LT 7 T™?SH 6 i 3 ?^ 1 H)> 851 (di 1 H - J= 76 Hz) - 794 (d - 1 H ' J=20 H2 >' 764 < dd - 1 H - J = 84 — 2.0 

Example 2686 

NYcfs^4-(Dlmethylamlno)^ethy^ 

Step A: Synthesis of N- (cls-4-04-(dlmethylamlno)-6-methylpyrlmldln.2-yllamlno)yclohexyl>. 
3,5-dlmethoxybenzamlde. 

[0548J Using the procedure of example 2526, the title compound was obtained 

ESI MS m/e 414 M + H + ; 1 H NMR (400 MHz, CDCI3) 5 6.88 (d, 2 H, J = 2.0 Hz), 6.57 (t, 1 H, J= 2.0 Hz). 6.15 (d 1 H 
V 67 (m S 1 H> ' (bS " 1 H> ' 4 (bm ' 2 H) " 3 (8 ' 6 H) ' 3 04 (8 ' 6 H) ' 2 21 (8> 3 H)> 1 9 °~ ; 81 ^ 6 H > : 
Example 2667 

5-Bromo-AI-(cls.4-fl4-(dlmethylamlno).5.methylpyrlmldln-2-ylJamlno}cyclohexyl)nlooti 

Step A: Synthesis of 5-bromo-W.(c#*4-{[4.(dlmethylamlno).5-methylpyrlmldln-2-yl]amlno}cyclohexyl) 
nicotinamide hydrochloride. 

[0549) Using the procedure of example 2526, the title compound was obtained 

ESI MS 433.2 M+H+ ; 1 H NMR (400 MHz, DMSO-dg) 5 12.2 (s, 1H), 8.85 (d, J= 4 Hz, 1H) 8 73(d J-AHz 1H1 8 51 
(bs, 1H), 8.34-8.33 (m, IH), 7.55 (bs, 1H), 3.76 (bs^H), 3.14 (bs, 6H), 210 (s, 3 H). 1.74^59 (m 8H) 

Example 2688 

AKc/^[4-(Dlmethytamlno)-5Hnethylpyrlmldln-2-yl]amlno^ 
1-(trifluoromethyl)ethyrjbenzamlde hydrochloride 

Step A: Synthesis of W-(c/s^{[4-(dimethylamlno^5-methylpyrlmldln-2-ylJamlno>cyclohexyl).4-[2^ ,2-trif luoro- 
1-hydioxy-1-(trffluowmethyl)ethyl]benzamlde hydrochloride. rnriuoro- 

[0550] Using the procedure of example 2526, the title compound was obtained 

J-8HZ 2 2 HW M 7^1 M N r fl ( u°ou^ DMS °' de) 8 1M (8> 1H) ' 8 " (S " 1H) " 836 < bS ' 1H >' 791 «* 1H >' 7 88 «• 
J-8Hz,2H),7.73-7.71(d,^8Hz.2H).7.60(s.1H),3.85(bs.2H),3.23(s.6H),2.20(s,3H),1.82(m,2H),1.68(m,6H^^ 
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Example 2689 

3-Bromo-4-chtoro-AHc/*4-{M 
hydrochloride 

Step A: Synthesis of 3-bremo^hloro-^(c^a4-(dlmethylamlno)-5.methylpyrlmldln.2-yl]amlno} 
cyclohexyl)benzamlde hydrochloride. 

[0551] Using the procedure of example 2526, the title compound was obtained. 

ESI MS 466.0 M+H + ; 1H NMR {400 MHz, DMSO-cy 6 12.0 (s, 1H), 8.32-8.31 (d, J= 4 Hz, 1H) ( 8.08-8.07 (d, J=2 Hz, 
1H), 7.88-7.86 (d, J= 8 Hz, 1H), 7.73-7.70 (dd, J f = 4 Hz, J M Hz, 1H), 7.57-7.55 (d, J = 8 Hz, 1H ), 7.49 (s, 1H), 
3.76-3.69 (m, 2H), 3.16 (s, 6H) ( 2.07 (s, 3H), 1 .70 (bs, 2H), 1 .55 (bs, 6H). 

Examples 2690*2711 

[0552] Compounds 2690 to 271 1 were prepared in a similar manner as described in Example 2590 using the appro- 
priate acid chloride and amine intermediate from Step B. 

Examples 2712-2731 

[0553] Compounds 271 2 to 2731 were prepared in a similar manner as described in Example 2591 using the appro- 
priate acid chloride and amine intermediate from Step A. 

Examples 2732-2750 

[0554] Compounds 2732 to 2750 were prepared in a similar manner as described in Example 2592 using the appro- 
priate acid chloride and amine intermediate from Step A. 

Examples 2751-2770 

[0555] Compounds 2751 to 2770 were prepared in a similar manner as described in Example 2593 using the appro- 
priate acid chloride and amine intermediate from Step B. 

Examples 2771-2794 

[0556] Compounds 2771 to 2794 were prepared in a similar manner as described in Example 2594 using the appro- 
priate amine and the carboxylic acid intermediate from Step B. 

Examples 2795-2823 

[0557] Compounds 2795 to 2823 were prepared In a similar manner as described in Example 2527 using the appro- 
priate amine and the carboxylic acid intermediate from Step B. 

Examples 2824-2864 

[0558] Compounds 2824 to 2864 were prepared in a similar manner as described in Example 2607 using the appro- 
priate acid chloride and the amine intermediate from Step D. 

Examples 2865-2866 

[0559] Compounds 2865 and 2866 were prepared in a similar manner as described in Example 2611 using the 
appropriate benzaldehyde and the amine from Step A. 

Examples 2867-2869 

[0560] Compounds 2867 to 2869 were prepared in a similar manner as described in Example 2613 using the appro- 
priate isocyanate and the amine from Step A. 
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Examples 2870-2875 

[0561 J Compounds 2870 to 2875 were prepared in a similar manner as described in Example 2615 using the appro- 
priate carboxylic acid and the amine from Step A. 

5 

Example 2876 

[0562] Compound 2876 was prepared in a similar manner as described in Example 2623 using the appropriate 
4-chloro mandelic acid and the amine of Step A. 

w 

Examples 2877-2879 

[0563] Compounds 2877 to 2879 were prepared in a similar manner as described in Example 2638 using the appro- 
priate phenol and the bromoacetamide intermediate of Step B. 

15 

Examples 2880-2884 

[0564] Compounds 2880 to 2884 were prepared in a similar manner as described in Example 2644 using the appro- 
priate thiophenol. 

20 

Examples 2885-2895 

[0565] Compounds 2885 to 2895 were prepared in a similar manner as described in Example 2647 using the appro- 
priate phenol and the chloropyridyl intermediate of Step A. 

25 

Examples 2896-2940 

[0566] Compounds 2896 to 2940 were prepared in a similar manner as described in Example 2523 using the appro- 
priate acid chloride and the amine of Step C. 

30 

Examples 2941-2948 

[0567] Compounds 2941 to 2948 were prepared in a similar manner as described in Example 2635 using the appro- 
priate Af-methylaniline and the bromoacetamide intermediate from step A. 

35 

Examples 2949-2950 

[0568] Compounds 2949 and 2950 were prepared in a similar manner as described in Example 2619 using the 
appropriate carboxylic acid and the amine of Step A. 

40 

Examples 2951-2994 

[0569] Compounds 2951 to 2994 were prepared in a similar manner as described in Example 2526 using the appro- 
priate acid chloride and the amine of Step C. 

45 

Example 2995 

[0570] Compound 2995 was prepared in a similar manner as described in Example 2628 using phenylsulfonyl chlo- 
ride and the amine of Step A. 

50 

Examples 2996-3004 

[0571] Compounds 2996 to 3004 were prepared in a similar manner as described in Example 2632 using the appro- 
priate benzaldehyde and the amine of Step A. 

55 

Example 3005 

[0572] Compound 3005 was prepared in a similar manner as described in Example 2632 using 3-trrfiuoromethoxy 
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benzaldehyde and the amine from step C of Example 2526. 
Example 3006 

[0573] Compound 3006 was prepared in a similar manner as described in Example 2642 using 3,4-difluorobenzoyl 
chloride and the amine from Step C. 

Examples 3007-3011 

[0574] Compounds 3007 to 301 1 were prepared in a similar manner as described in Example 2637 using the appro- 
priate phenol and the chloropyridyl intermediate from Step A. 

Examples 3012-3020 

[0575] Compounds 301 2 to 3020 were prepared in a similar manner as described in Example 2636 using the appro- 
priate phenol and the chloropyridyl intermediate of Step A. 

Examples 3021-3029 

[0576] Compounds 3021 to 3029 were prepared in a similar manner as described in Example 2657 using the appro- 
priate N-methylaniline and the intermediate prepared in Step C. 

Example 3030 

[0577] Compound 3030 was prepared in a similar manner as described in Example 2595 using 3,4-dichlorobenzoyl 
chloride and the amine of Step A. 

[0578] Specific compounds as shown in the Examples and in the Tables herein are represented as a mono or di- 
salt, for example, trifluoroacetate, hydrochloride, and the like; or as a free base, it is understood that these specific 
representations of the compounds in no way limit the scope of the invention to the respective salt or free base. For 
example, a trifluoroacetate salt can be readily converted to the corresponding free amine by treatment with a sufficient 
amount of base and if desired converted to another salt, for example, a pharmaceutical^ acceptable salt as described 
herein. 

[0579] It is understood that the present invention embraces compounds, as disclosed herein, as free bases, inorganic 
salts, and organic salts; and as solvates, and hydrates thereof. 

[0580] Compounds in the subsequent table are listed specifically as the free base and may have been specifically 
isolated as a trifluoroacetate, hydrochloride, or like salt as dictated by the specific synthetic procedure. 



Ex. No. 


compound name 


MS 


class 


2690 


N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amlno}cyclohexyl)methyl] 
benzamide 


368 (M + H) 


3 


2691 


N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]- 
4-methylbenzamide 


382 (M + H) 


3 


2692 


N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)methylh 
3,4-drfluorobenzamide 


404 (M + H) 


2 


2693 


N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]- 
4-methoxybenzamide 


398 (M + H) 


3 


2694 ; 


N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]- 
3,5-dimethoxybenzamide 


428 (M + H) 


1 


2695 


N-[(cis-4-{[4-(dimethylamlno)-5-methylpyrimldln-2-yl]amino]cyclohexyl)methyl]- 
3-f luoro-4-methy Ibenzam ide 


400 (M + H) 


2 | 


2696 


N-((cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino]cyclohexyl)methyl]- 
4-fluoro-3-methylbenzamide 


400 (M + H) 


2 
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(continued) 



Ex. No. 


compound name 


MS 


class 


2697 


N-[(ci3-4-{[4-(dimethylamino)-5-methylpyrimidjn-2-yl]amino] cyclohexyl) 
methyl]-3-(trifluoromethyl)benzamide 


436 (M + H) 


1 


2698 


N-((cis^[4-(dlmethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl) 
methyl]-4-(trifluoromethyl)benzamide 


436 (M + H) 


3 


2699 


N-[(cls-4-{[4-(dimethylamlno)-5-methylpyrimldin-2-yl]amlno]cyclohexyl)methyl]- 
3-(trifluoromethoxy)benzamide 


452 (M + H) 


2 


2700 


N^(ds^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino]cyc!ohexyl)methyl]- 
4-(trifluoromethoxy)benzamide 


452 (M + H) 


2 


2701 


4-cyano-N-[(cls-4-{[4-(d!methylamino)-5-methylpyrimidin-2-yi]amino] 
cyclohexyl)methyl]benzamide 


393 (M + H) 


2 


2702 


4-bromo-N-[(cis-4-{[4-(dimethylamino)-5-methyIpyrimidin-2-yl]amino] 
cyclohexyl)methyl]benzamide 


446 (M + H) 


1 


2703 


4-bromo-N-[(cis-4-{[4-(dimethylamjno)-5-methylpyrimidin-2-yl]amino] 
cyclohexyl)methyl]-3-methyIbenzarnide 


460 (M + H) 


1 


2704 


3-chloro-N-[(cis-4-{[4-(dimethylamjno)-5-methylpyrimidin-2-ylJamino] 
cyclohexyl)methyl)-4-fluorobenzamide 


420 (M + H) 


1 


2705 


N-[(ds-4-{[4-(dimethylamino)-5-methylpyrlmidin-2-yl]amino}cyclohexyl)methyl]- 
3-fluoro-4-(trifluoromethyl)benzamide 


454 (M + H) 


2 


2706 


3,5-dichloro-N-[(cis-44[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} 
cyc!ohexyl)methyi]benzamide 


436 (M + H) 


1 


2707 


3,4-dichloro-N-[(cis-4-{[4-(dimethylamjno)-5-methylpyrimidin-2-yl]amjno} 
cyctohexyl)methyl]benzamide 


436 (M + H) 


1 


2708 


N-[(ds-44[4-(dimethylamjno)-5-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]- 
2 ( 2-difluoro-1,3-benzodioxole-5-carboxamide 


448 (M + H) 


2 


2709 


N-[(ds-44[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)methyl] 
biphenyl-4-carboxamide 


444 (M + H) 


3 


2710 


4-chloro-N-[(cis-4-{[4-(dimethylamino)-5-methylpyrimidln-2-y0amino} 
cyclohexyl)methyi]benzamide 


402 (M + H) 


2 


2711 


N-[(ds-4-{[4-(dimethylamino)-6-methylpyrimjdin-2-yl]amino Jcyclohexyl) 
methyl]-3,5-dimethoxybenzamide 


428 (M + H) 


2 


2712 


N-(cis-4-({[4-(dime%lamino)-5-methylpyrimidin-2-yl]amino}methyl)cydohexyl] 
benzamide 


368 (M + H) 


3 


2713 


N-[ci3-4-({[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}methyl)cyclohexyl> 
4-methylbenzamide 


382(M + H) 


3 


2714 


N-[cis-4-({[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}methyl)c^clohexyl]- 
3,4-difluorobenzamide 


404 (M + H) 


3 


2715 


N-[cls-4-({[4-(djme%lamino)-5-methylpyrimidin-2-yl]amino}methyl)cyclohexyl]- 
4-methoxybenzamlde 


398 (M + H) 


3 


2716 


N-{cls-4-({[4-(dlmethylamino)-5-methylpyrimidin-2-yl]amino}methyl)cyclohexyl]- 
3,5-dimethoxybenzamide 


428 (M + H) 


2 


2717 


N^cis^({[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}methyl)cyclohexyl]- 
3-fluoro-4-methylbenzamide 


400 (M + H) 


3 


2718 


N-[cis-4-(1[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}methyl) 
cyclohexyl]-4-fluoro-3-methylbenzamide 


400 (M + H) 


2 
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(continued) 



| Ex. No. 


compound name 


| MS 


class | 


2719 


N^cis-4-({[4-(dime%lamino^ 
3-(trifluoromethyl)benzamlde 


436 (M + H) 


j 3 


2720 


N^cis-4-({[4-(dimethylam^ 
4-(trtfluoromethyl)benzamide 


436 (M + H) 


I 3 


2721 


N-fcls-4-({[4-(dimethylamino)-5-methylpyrlmidln-2-yl]amlno Jmethyl) 
cyclohexyl]-3-(triftuoromethoxy)benzamide 


452 (M + H) 


i 3 


2722 


N-(cis-4-({[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}methyl) 
cyclohexyH-4-(trifluoromethoxy)benzamide 


452 (M + H) 


3 


2723 


4-cyano-N-[cis^-({[4-(dimethy^ 
cyclohexyl]benzamide 


393 (M + H) 


I 3 


2724 


4-bromo-N-[cis-4-({[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}methyl) 
cyclohexyl]benzamide 


446 (M + H) 


3 


2725 


4-bromo-N-[cis-4-({[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}methyl) 
cyclohexyl]-3-methylbenzamide 


460 (M + H) 


2 


2726 


3-chloro-N-[cis-4-({[4-(djmethylamino)-5-methylpyrimidin-2-yl]amino}methyl) 
cyclohexyl]-4-fluorobenzamide 


420 (M + H) 


2 | 


2727 


N-[cls^({[4-(dimethylamino)-5-methylpyrimidin-2-yl]amlno}methyl)cyclohexyl^ 
3-fluoro-4-(trifluoromethyl)-benzamide 


454 (M + H) 


3 ] 


I 2728 


^.S-dichloro-N-fcis^-t^^dimethylamlnoJ-S-methylpyrimidin^-yllamino} 
methyl)cyclohexyl]benzamide 


436 (M + H) 


j 2 | 


2729 


S^-dichloro-N-fcis^-ff^-tdimethylaminoJ-S-methylpyrimidin^-yllamjno} 
methyl)cyclohexyl]benzamlde 


I 436 (M + H) 


3 


2730 


N-[cis-4-({[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}methyl)cyclohexyl]- 
2 > 2-difluoro-1 l 3-benzodloxole-5-carboxamide 


448 (M + H) 


3 


2731 


N^cis^({[4-(dimethylamlno)-5-methylpy^ 
3,5-bis(trifluoromethyl)benzamlde 


504 (M + H) 


2 


2732 


N-[cls-4-({[4-(dimethylamino)-6-methylpyrimidjn-2-yl]amino}methyl)cyelohexyl] 
benzamide 


368 (M+H) 


3 


2733 


N-[cis-4-({[4-(dimethylamino)-6-methylpyrimjdin-2-yl]amino} methyl) I 
cyclohexyl]-4-methylbenzamide j 


382 (M+H) 


3 ! 


j 2734 


N-[cis-4-({[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} methyl) j 
cyclohexyl]-3,4-difluorobenzamide 


404 (M + H) 


3 


j 2735 


N-[cis-4-({[4-(dimethylamino)-6-methylpyrimidin-2-yl]amlno}methyl)<^clohexylh 
4-methoxybenzamide 


398 (M + H) 


3 | 


2736 


N^cls-4-({[4-(dlmethylamino)-6-me%lpyrimidin-2-yl]amino}methyl)cyclohexyl]- 
3,5-dimethoxybenzamide ] 


428 (M + H) 


3 


2737 


N^cis-4-({[4-(dimethylamino)-6-methylpyrimldln-2-yl]amino}methyl)cyclohexy!J- 
3-fluoro-4-methylbenzamide | 


400 (M + H) 


3 


j 2738 


N-(cls-4-({[4-(dlmethylamino)-6-methylpyrimldin-2-yl]amlno}methyl)cyclohexyl]- 
4-fluoro-3-methylbenzamide ' j 


400 (M + H) 


3 


j 2739 


N^cls-4-({[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}methyl)cyclohexyl]- 
3-(trifluoromethyl)benzamide 


436 (M + H) 


3 


2740 


N-[cls-4-({[4-(dimethylamino)-6-methylpyrimldin-2-yl]amjno}methyl)cyclohexyl]- 
4-(trlfluoromethyl)benzamide J 


436 (M + H) 


3 
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(continued) 



| Ex. No. 


I compound name 


MS 


class 


2741 


N-[cte-4-({[4-(dimethylamm 
| 3-(trifluoromethoxy)benzamide 


452 (M + H) 


3 


| 2742 


N^cis^-({[4-(dimethylamino)-6^^ 
4-(trifluoromethoxy)ben2amide 


452 (M + H) 


3 


2743 


I 4-c^ano-N-[cis^-({[4-(dimethylamlno)-6-methylpyrimidin-2-yl]amlno}methyl) 
cyclohexyl]benzamide 


393 (M + H) 


3 


2744 


I 4-bromo-N-[cis-4-({[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}methyl) 
cyclohexyl]benzamide 


446 (M + H) 


2 


2745 


I 4-bromo-N-[cis-4-({[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}methyl) 
J cyciohexyl]-3-methylbenzamide 


460 (M + H) 


2 


j 2746 


j 3-chloro-N-[cis-4-({[4-(dimethylamino)-6-methylpyrimidin-2-yl]amjno}methyl) 
cyclohexyl]-4-fluorobenzamide 


420 (M + H) 


( 3 


j 2747 


I N-[cis-4-({[4-(dfmethylamino)-6«^^^ 
3-fluoro-4-(trifluoromethyl)-benzamide 


454 (M + H) 


3 


I 2748 


I S^-dichloro-N-tcis^-H^^dimethylaminoJ-e-methylpyrimidin^-yllamjno} 
methyl)cyclohexyl]benzamide 


436 (M + H) 


2 


2749 


S^-dfchloro-N^cls^-H^^dimethylamlnoJ-e-methylpyrimidin^-ylJamlno} 
methyl)cyclohexyl]benzamide 


436 (M + H) 


| 2 


j 2750 


N-[cis-4-({[4-(djmethylamino)-6-methylpyrimidin-2-yl]amino}methyl)cyclohexyl]- 
2,2-difluoro-1,3-benzodioxole-5-carboxamide 


448 (M + H) 


3 


J 2751 


N^(cis-4K[4-(dimethylamjno)-6-methylpyrimidin-2-yl]amino}cyclohexyl)methyl] 
benzamide 


368 (M + H) 


3 


2752 


N-[(cis-4^[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]- 
4-methylbenzamide 


382 (M + H) 


3 


2753 


N-[(cis^[4-(dimethylamino)-6-methylpyrimidin-2-ylJamino)cyclohexyl)methyl]- 
3,4-drfluorobenzamlde 


404 (M + H) 


3 


2754 \ 


N^(cis-4^[4-(dimethylamino)-6-methylpyrimidjn-2-yl]amino}cyclohexyl)methyl]- 
4-methoxybenzamide 


398 (M + H) 


3 


| 2755 j 


N-[(cis-44[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]- 
3-fluoro-4-methylbenzamide 


400 (M + H) 


2 


2756 


N-[(cis-4^[4-(dime%lamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)me^ 
4-fluoro-3-methylbenzamide 


400 (M + H) 


3 


2757 


N^(cis-4^[4-(dimethylamino)-6-m^ 
3-(trifluoromethyl)benzamide 


436(M + H) 


3 


I 2758 | 


N-[(cis-4^[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)methy^ 
4-(trifluoromethyl)benzamide 


436 (M + H) 


2 


2759 


N-[(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)methyl]- 
3-(tiifluoromethoxy)benzamide 


452 (M + H) 


3 


I 2760 


N-[(cis-4^[4-(dimethylamino)-6-methylpyrlmidln-2-yl]amIno}cyclohexyl)methyl]- 
4-(trifluoromethoxy)benzamide 


452 (M + H) 


3 


j 2761 | 


4-cyano-N-[(cis-4-{[4-(dimethylamjno)-6-methylpyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


393 (M + H) 


3 


2762 

j 


4-bromo-N-[(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


446 (M + H) 


1 
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(continued) 



Ex. No. 


compound name 


MS 


class 


2763 


4-bromo-N-[(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexyl)methyl]-3-methylbenzamide 


460 (M + H) 


1 


2764 


3-chloro-N-[(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexyl)methyl]-4-fluorobenzamlde 


420 (M + H) 


1 


2766 


N^(cls^[4-(dlmethylamino)^^ 
3-fluoro-4-(trifluoromethyl)-benzamide 


464 (M + H) 


2 


2766 


3 f 5-dichloro-N-[(cis-4^4-(dimethyiamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexyl)methyl]benzamide 


436 (M + H) 


2 j 


2767 


3,4-dlchloro-N-[(cis-4^4-(dimethylamjno)-6-methylpyrimidin-2-yl]amfno} 
cyclohexyI)methyl]benzamide 


436 (M + H) 


2 j 


2768 


N-[(cis-4^[4-(dime%lamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)methyn 
2,2-dlf luoro-1 ,3-benzodioxole-5-carboxamide 


448 (M + H) 




2769 


N^(ds^[4-(dimethylamlno)-6-me%lpyrimidin-2-yl]amino}cyclohexyl)methyl^ 
biphenyl-4-carboxamide 


444 (M + H) 




2770 


4-chloro-N-[(cis-4-{[4-(dimethylamino)-6-methylpyrimidln-2-yl]amino} 
cyclohexyl)methyl]benzamlde 


402 (M + H) 


2 


2771 


cls^-{[4-(dimethylamlno)-5H^^ 
cyclohexanecarboxamide 


382 (M + H) 


2 j 


2772 


cls-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(1S)- 
1-(4-methylphenyl)ethyl]cyclohexanecarboxamide 


396 (M + H) 


1 


2773 


cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-y0amino}-N-{(1R)- 
1-(4-fluorophenyl)ethyl]cyclohexanecarboxamide 


400 (M + H) 


1 


2774 


cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-y0amino}-N-[(1S)- 
1-(4-fluorophenyl)ethyl]cyclohexanecarboxamide 


400 (M + H) 


2 j 


2776 


cis-4-{[4-(dimethylamjno)-6-methylpyrimidin-2-y0amino}-N-{(1R)- 
1 -(3-fnethoxyphenyl)©thyl]cyclohexanecarboxamide 


412 (M + H) 


1 j 


2776 


cis-4-{[4-(dimethy!amino)-6-methylpyrimidin-2-yl]amino}-N-[(1S)- 
1-(3-methoxyphenyl)ethyl]cyclohexanecarboxamide 


412 (M + H) 


1 j 


2777 


cis-4-{[4-(djmethylamino)-5-methylpyrimidin-2-y0amino}-N-[(1S)- 
1-(4-methoxyphenyl)ethyl]cyclohexanecarboxamide 


412 (M + H) 


1 j 


2778 


cis-N^(1R)-1-(4-chlorophenyl)ethyl]-4-{[4-(dimethylamjno)-5-me%lpyrimidln- 
2-yl]amino}cyclohexanecarboxamide 


416 (M + H) 


1 j 


2779 


cis-N-[1-(4-bromophenyl)ethylJ-4-{[4-(dimethylamjno)-5-methylpyrimidin-2-yl] 
amino}cyclohexanecarboxamlde 


460 (M + H) 


1 


2780 


cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(1R)- 
1-(4-nltroph0nyl)©thyl]cyclohexanecarboxamjde 


427 (M + H) 


1 


2781 


cjs-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-[(1S)- 
1-(4-nltrophenyl)ethyl]cyclohexanecarboxamide 


427 (M + H) 


2 


2782 


cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-y0amino}-N-[(1R)-1-(1-naphth^^ 
ethyljcyclohexanecartoxamide 


432 (M + H) 


1 I 


2783 


cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-y0amino}-N-[(1S)-1-(1-naphthyl) 
ethyljcyclohexanecarboxamlde 


432 (M + H) 


1 


2784 


cis-4-{(4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-(3-fluorophenyl) 
cyclohexanecarboxamide 


372 (M + H) 


2 
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compound name 


MS 
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2785 


cls^{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}-N-(4-prop 
cyclohexanecarboxamide 


396 (M + H) 


2 


I 2786 


cis^-{[4-(dimethylamino)-5-methylpyrimidin-2-y0amino}-N-(4-methoxyphenyl) 
cyclohexanecarboxamide 


396(M+H) 


2 


2787 


cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-y0amino}-N-(3-methoxyphenyl) 
cyclohexanecarboxamide 


384 (M + H) 


1 


2788 


cis-N-(3-chlorophenyl)-4-{[4-(dimethylamlno)-5-methylpyrimidln-2-yl]amlno} 
cyclohexanecarboxamide 


388 (M + H) 


1 


2789 


cis-N-(2-bromophenyl)-4-{[4-(dimethylamlno)-5-methylpyrlmldin-2-yl]amino} 
cyclohexanecarboxamide 


432 (M + H) 


3 


2790 


cjs-4-{[4-(dimethylamlno)-5-methylpyrimidln-2-y0amlno}-N-[(1S,2R)- 
2-phenylcyclopropyl]cyclohexanecarboxamide 


394 (M + H) 


1 


2791 


cls-4-{[4-(dimethylamlno)-5-methylpyrfmidin-2-yl]amino}-N-[4-(trlfluoromethyl) 
phenyl]cyclohexanecarboxamlde 


422 (M + H) 


1 


2792 


ci8-4-{[4-(dimethylamlno)-5-methylpyrimldin-2-y0amino}-N-[2-(methylthlo) 
phenyl]cyclohexanecarboxamlde 


400 (M + H) 


2 


2793 


N2-[cls-4-(3 l 4-dihydroisoqulnolin-2(1H)-ylcarbonyl)cyclohexyl] 
-N4 l N4,5-trimethylpyrimidlne-2,4-diamlne 


394 (M + H) 


3 


2794 


cjs-N-(4-chlorophenyl)-4-{[4-(dlmethylamlno)-5-methylpyrimldin-2-yl]amino}-N- 
methylcyclohexanecarboxamtde 


402 (M + H) 




2795 


cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}-N-[(1S)- 
1-(4-methylphenyl)ethyl]cyclohexanecarboxamlde 


396 (M + H) 


1 


2796 


cis-4-{[4-(dimethylamino)-6-methylpyrimidln-2-yl]amino}-N-[(1R)- 
1-(3-methoxyphenyl)ethyl]cyclohexanecarboxamide 


412 (M + H) 


2 


2797 


cls-N^(1S)-1-(4^hlorophenyl)ethyl]-4-{[4-(djmethylamlno)-6-methylpyriml^ 
2-yl]amlno}cyclohexanecarboxamide 


416 (M + H) 


1 


2798 


cis-N-benzyl-4-{t4-(dimethylamjno)-6-methylpyrimidln-2-yl]amino} 
cyclohexanecarboxamide 


368 (M + H) 


2 


2799 


cis-4-{[4-(dlmethylamino)-6-methylpyrimidin-2-y0amino}-N-(4-fluorobenzyl) 
cyclohexanecarboxamide 


386 (M + H) 


2 


2800 


cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yGamino}-N-(2-fluorobenzyl) 
cyclohexanecarboxamide 


386 (M + H) 


2 


2801 


cis-N-(3,4-difluorobenzyl)-4-{[4-(dimethylamino)-6-methylpyrimdin-2-yl]amino} 
cyclohexanecarboxamide 


404 (M + H) 


1 


2802 


ci8-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yQamino}-N-[(1S)- 
1-(4-methoxyphenyl)ethyl]cyclohexanecarboxamide 


412 (M + H) 


1 


2803 


cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-y0amino}-N-[(1S)- 
1-(3-methoxyphenyl)ethyi]cyclohexanecarboxamide 


412 (M + H) 


1 


2804 


cis-4-{[4-(dimethylamino)-6-methylpyrlmidin-2-yi]amino}-N- [(1 R)- 
1-(4-fluorophenyl)ethyl]cyclohexanecarboxamide 


400 (M + H) 


2 


2805 


cis-N-[(1R)-1-(4-chlorophenyl)ethyl]-4-{[4-(dimethylamino)-6-methylpyrimidin- 
2-ylJaminoJcyclohexanecarboxamide 


416 (M + H) 


1 


2806 


cis-4-{[4-(dimethylamino)-6-methylpyrimidin»2-y0amino}-N-(3-iodobenzyl) 
cyclohexanecarboxamide 


494 (M + H) 


1 
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MS 


class I 


5 


2807 


cis-N-(2,4-dichlorobenzy^^ 
cyclohexanecarboxamide 


436 (M + H) 


1 




I 2808 


cis-N-(2,5<lichlorobenzyl)^.{[4-(dimethylamino)-6-methyipyrimidin-2-yl]amino} 
cyclohexanecartoxamide 


436 (M + H) 


1 


10 


2809 


cis-4-{[4-(dimethylamino)-6-methylpyrimldin-2-y0amino}-N-(4-methylbenzyl) 
cyclohexanecartoxamide 


382 (M + H) 


1 




2810 


cis-N-(3,5-dichlorobenzyl)^-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexanecarboxamide 


436 (M + H) 


1 


15 


2811 


cis-N^S.S-dimethoxybenzyO^-f^fdimethylaminoJ-e-methylpyrimidin^-yl] 
amino}cyclohexanecarboxamide 


428 (M + H) 






2812 


cis-N-(3-chlorobenzyl)-4-{[4-(dimethylamino)-6-methylpyrimidjn-2-yl]amino} 
cyclohexanecarboxamide 


402 (M + H) 




20 


2813 


cis^-{[4-(dimethylamino)-6-methylpyri^^ 
benzyljcyclohexanecarboxamide 


436 (M + H) 


2 . 




2814 


cis-N^3,5^is(trifluoromethyl)benzyO-4-{[4-(dimethylamino)^-methylpyrimldln- 
2-yl]amino}cyclohexanecarboxamide 


504 (M + H) 




25 


2815 


cis-4-{[4-(dimethylamino)-6-methylpyrlmidln-2-yl]amino}-N-(3-methoxyben2yl) 
cyclohexanecarboxamide 


398 (M + H) 






2816 


cis-N-(4-chlorobenzyl)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexanecarboxamide 


402 (M + H) 




30 


2817 


cis-N^S^-dichlorobenzyO^^-tdimethylaminoJ-e-methylpyrimidln^-ylJamino} 
cyclohexanecarboxamide 


436 (M + H) 


1 




2818 


cis-N-(2 ( 4-difluorobenzyl)-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexanecarboxamide 


404 (M + H) 


v 


35 


2819 


cis-N-(2,5-difluorobenzyl)-4-{t4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexanecarboxamide 


404 (M + H) 






2820 


cis-N-(2,3-difluorobenzyl)-4-{t4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexanecarboxamide 


404 (M + H) 




40 


2821 


cis-N-(4-bromo-2-fluoroben2yl)-4^[4-(dimethylamino)-6-methylpyrimidin-2-yl] 
amino}cyclohexanecarboxamide 


464 (M + H) 






2822 


cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-y0amino}-N-(3-methylbenzyl) 
cyclohexanecarboxamide 


382 (M + H) 


1 


45 


2823 


cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
-N-[2-(trifluoromethoxy)benzyl]cyclohexanecarboxamide 


452 (M + H) 






2824 


N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino]cyclohexyl)- 
3-methoxybenzamide 


398 (M + H) 




50 


2825 


N-(cis-4-{[4-(dimethylamino)-5 t 6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
2,6-dihydroxyisonicotinamide 


401 (M + H) 


3 




2826 


N-(cis-4-{[4-(dimethylamino)-5,6-dlmethylpyrimldin-2-yl]amino}cyclohexyl) 
pyrazine-2-carboxamide 


370 (M + H) 


3 


55 


2827 


N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
6-hydroxynicotinamide 


385 (M + H) 


3 




2828 


N-(cls-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
5-methy lisoxazole-3-carboxam ide 


373 (M + H) 


2 
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Ex. No. 
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MS 
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2829 


2-(3,5-difluorophenyl)-N-(cis^-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl] 
amino}cyclohexyl)-2-hydroxyacetamide 


434 (M + H) 


2 


2830 


N-(cis-4-{[4-(dimGthy!amino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohoxyl)- 
2-methyl-1 ,3-oxazole-4-cart)oxamide 


373 (M + H) 


2 


2831 


N-fds^K^dimethylaminoJ-S.e-dimethylpyrimidin^-yQaminoJcyclohexyl)- 
2-methylnicotinamide 


383 (M + H) 


3 


2832 


N-(cls-4-{[4-(dimethylamino)-5 ( 6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
2,6-dimethoxynicotfnamide 


429 (M + H) 


! 1 


2833 


3-amino-N-(cis-4^[4-(dimethylamjno)-5 ( 6-dimethylpy^imidin-2-yl]amino} 
cyclohexyl)pyrazine-2-carboxamide 


385 (M + H) 


2 


2834 


N-(cis-4-{[4-(djmethylamino)-5 p 6"dimethylpyrimldin-2-yl]amino}c^clohexyl)- 
2-ethoxynicotinamide 


413 (M + H) 


3 


2835 


N-tcfe-^^^dimothylaminoJ-S.e-dlmethylpyrimjdin^-ylJaminoJcyclohexyl) 
pyridine-2-carboxamlde 


369 (M + H) 


3 


2836 


3-cyano-N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


393 (M + H) 


1 


2837 


N^cis^K-tdimethylaminoJ-S^-dimethylpyrimldln^-yllaminolcyclohexyl)- 
3-methylbenzamlde 


382 (M + H) 


1 


2838 


3-chloro-N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


402 (M + H) 


1 


2839 


3-bromo-N-(cis^[4-(dimethylamino)-5,6-dimethylpyrimidIn-2-yl]amjno} 
cyclohexyl)benzamide 


446 (M + H) 


1 


2840 


N-(ci3-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
3,5-dimethoxybenzamide 


428 (M + H) 


1 


2841 


N-(cis^[4-(dimethylamino)-5,6-dlmethylpyrimidin-2-yl]amino}cyclohexyl)- 
3 ( 5-bis(trifluoromethyl)benzamide 


504 (M + H) 


1 


2842 


3,4-dlchloro-N-(cjs-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


436 (M + H) 


1 


2843 


N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
4-(trifluoromethoxy)benzamide 


452 (M + H) 




2844 


4-cyano-N-(cis-4-{[4-(dimethylamino)-5 l 6-dimethylpyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


393 (M + H) 


1 


2845 


N-(cjs-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
4-methylbenzamide 


382 (M + H) 


1 


2846 


N-tcis^^-fdimethylaminoJ-S.e-dimethylpyrimidin^-yllaminoJcyclohexyl)- 
4-fluorobenzamide 


386 (M + H) 


1 


2847 


4-chloro-N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


402 (M + H) 


1 


2848 


N-tcls^^^dimethylaminoJ-S.e-dimethylpyrimidin^-ylJaminoJcyclohexyl)- 
2-methoxybenzamide 


398 (M + H) 




2849 


4-bromo-N-(cis-4-{[4-(dlmethylamjno)-5 1 6-dimethylpyrimidjn-2-yl]amino} 
cyclohexyl)benzamide 


446 (M + H) 




2850 


M-(cjs-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amjno}cyclohexyl)- 
4-(trifIuoromethyl)benzamide 


436 (M + H) 
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MS 
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2851 


N-(cls-4H[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cycloh 
4-ethoxybenzamide 


412 (M + H) 


3 


2852 


4-bromo-N-(ci8^-{[4-(dimethylamino)-5,6-dimothylpyrimidjn-2-yl]amino} 
cyclohexyl)-3-methylbenzannide 


460 (M + H) 


1 


2853 


N-(cte«4-{[4-(dlmethylamino^ 
3-fluoro-4-methylbenzamide 


400 (M + H) 


1 


2854 


N-(cis-4-{[4-(dimethylamino)-5,6<limethylpyrimidin-2-y0amino}cyclohexyl)- 
4-fiuoro-3-methylbenzamide 


400 (M + H) 


1 


2855 


N-(cis^[4-(dimethylamino)-5 ( 6^imethylpyrimidin-2-y0amino}cyclohexyl)- 
3-ethylbenz amide 


396 (M + H) 


2 


2856 


N-(cis-4-{[4-(dimethylamino)-5 t 6-dimethylpyrimidin-2-y0amino}cyclohexy^ 
3-(trifluoromethoxy)benzamide 


452 (M + H) 


1 


2857 


5-bromo-N-(cis-4^[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino} 
cyclohexyl)nicotinamide 


447 (M + H) 


1 


2858 


N-(cis^{[4-(dimethylamino)-5,6<lim^ 
5-methylthlophene-2-carboxamide 


388 (M + H) 


1 


2859 


N-(cis-44[4-(dlmethylamlno)-5,6-dim^^ 
6-(trifluoromethyi)nicotinamide 


437 (M + H) 


2 


I 2860 


N-(cls-4^[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yQamjno}cyclohexyl)- 
3,5-diethoxybenzamide 


456 (M + H) 


1 


2861 


N-(cis-4-{[4-(dlmethylamino)-5,6-dimethylpyrimidin-2-yl]aniino}cyclohexyl)- 
3-ethoxybenzamide 


412 (M + H) 


1 


2862 


N-(cis-4-{[4-(dimethylamino)-5,6-dimethylpyrimidin-2-yl]amino}cyclohexyl)- 
3-isopropoxybenzamide 


426 (M + H) 


1 


2863 


N-(cjs-4-{[4-(dimethylamino)-5 ( 6-dimethylpyrimidin-2-yl]arnjno}cyclohexyl)- 
6-hydroxypyridine-2-carboxamide 


385 (M + H) 


3 


2864 


N-(cis^[4-(dimethylamino)-5,6-dimethylpyrimidin-2-y0amino}cyclohexy0 
3,4-difluorobenzamide 


404 (M + H) 


1 


2865 


N4,N4 l 5,64etramethyl-N2-(cis^^[3-(trifluoromethoxy)benzyl]amino} 
cyclohexyl)pyrimidine-2,4-diamine 


438 (M + H) 


3 


2866 


N2^cis-4-[(3 l 4-d^fluorobenzyl)amino]cyc^ohexyl} 
-N4,N4,5,6-tetramethylpyrimidine-2,4-diamine 


390 (M + H) 


2 


2867 


N-(3,4-dimethoxyphenyl)-N'-(cis^-{[4-(dimethylamino)-5,6-djmethylpyrim 
2-yl]amino]cyclohexyl)urea 


433 (M + H) 


1 


2868 


N-fcis-^lH-tdimethylaminoJ-S.e-dimethylpyrimidin^-ylJaminoJcyclohexyl) 
-N , -(2-ethoxyphenyl)urea 


427 (M + H) 


1 


2869 


N-[4-(benzyloxy)phenyQ-N4ds-44[4-(d^ 
2-yl]amino}cyclohexyl)urea 


489 (M + H) 


3 


2870 


1-(4<hlorophenyl)-N-(cis-4^4-(d^ 
cyclohexyl)cyclopropanecarboxamide 


428 (M + H) 


1 


2871 


1-(2^dichlorophenyl)-N-(cis^[4-(dimethylamino)-5-methylpyrimidh 
amino}cyclohexyl)cyclopropanecarboxamide 


462 (M + H) 


1 


2872 


2-(4<hlorophenyl)-N-(cis-4^4^ 
cyclohexyl)acetamide 


402 (M + H) 


1 
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2873 


N-(cis^{[4-(dimethylamino)-5-methy!pyrimidin-2-yl]amino}cyclohexyl)- 
| 1-(4H7iethylphenyl)-cyclopropanecarboxamide 


408 (M + H) 


1 


2874 


I 2-(4K:hlorophenyl)-N-(cis^^[4-(dim8thylamino)-5-methylpy^im^djn.2-yl]amino} 
cyclohexyl)propanamide 


416 (M + H) 


1 


2875 


I N-(cis^[4-(dlmethylamino)-5-methylpyrimidin-2-ylJamino}cyclohexyl)- 
1-(4-methoxyphenyl)-cyclopropanecart)oxamide 


424 (M + H) 


1 


2876 


| 2-(4<:hlorophenyl)-N-(cls-4^[4-(dimethylamino)-5-methylpyrimidin-2.yl]amino} 
| cyclohexyl)-2-hydroxyacetamide 


418 (M + H) 


' 


2877 


I N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}(^clohexyl)- 
2-(3-methoxyphenoxy)acetamlde 


414 (M + H) 




2878 


N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
2-[3-(trifluoromethyl)phenoxy]acetamjde 


452 (M + H) 




S 2879 


2-(3^hlorophenoxy)-N-(cis-4-{[4-(dimethylamino)-5^ethylpyrimidin-2-yl] 
amino}cyclohexyl)acetamide 


418 (M + H) 




2880 | 


N-(cis-4-{[4-(dimethylamino)-5-mothylpyrimidin-2-yl]amino}cyclohexyl)-2-{ 
[2-(trffluorornethy!)pheny0-sulfinyl}acetamide 


484 (M + H) 




2881 


2-[(2-chloropheny0sulfinyl]-N-(cis-4-{[4.(dimethylamino)-5.methylpyrimidin- 
2-yl]amino}cyclohexyl)acetamide | 


450 (M + H) 




! 2882 


2-[(3-bromophenyl)sulfinyll-N-(cls-4-{[4-(dimethylamino)-5-methylpyrimidin- 
2-yl]amino}cyclohexyl)acetamide | 


494 (M + H) 




2883 


2-[(3,4-dlfluorophenyl)sulfinyl]-N-(cls-40[4-(dimethylamino)-5-methylpyrimidin- 
2-yl]amino}cyclohexyl)acetamide * | 


452 (M+ H) 


2 


2884 


2-[(3,4-difluorophenyl)sulfonyl]-N-(cis-4-{[4-(dimethylamino)- 

5-methylpyri midi n-2-y l]am inojcyclo hexy l)acetamide | 


468 (M + H) 




2885 


^i-(cls-4^[4-(dlmethylamino)-5-methylpyrlmidin-2-yl]amino}cyclohexyl)- 
2-(3H7iethylphenoxy)nicotlnamide ' " * I 


461 (M + H) 





2886 



N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-ylJamino}cyclohexyl)- 
2-(3-fluorophenoxy)nicotinamide 



465 (M + H) 



2887 



N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
2-(3-methoxyphenoxy)nteo tinamide 

N-(cis-4-{[4-(dimethylamino^ 
2-(4-methoxyphenoxy)ntootinamide 



477 (M + H) 



2888 



477 (M + H) 



2889 



N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
2-(4-iodophenoxy)nicotlnamide 



573 (M + H) 



J 2890 


N-(cis-4-{[4-(dimethylammo)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
2-(2H7iethoxyphenoxy)nfcotinamide 


477 (M + H) 




2891 


N-(cis-4-{[4-(djmethylamino)-5-methylpyrimidjn-2-yl]amino}cyclohexyl)- 
2-(2-ffuorophenoxy)nicotinamide 


465 (M + H) 




2892 


2-(2^hlorophenoxy)-N-(cls-4-{[4-(dimethylamino)-5^ethylpyrlmidin-2-yl] 
amino}cyclohexyl)nicotinamide 


481 (M + H) 




2893 


2-(3K:hlorophenoxy)-N-(ds^-{[4-(dlmethylamino)-5H7iethylpyrimidin-2-yl] 
amino}cyclohexyl)nicotlnamide J 


481 (M + H) 




2894 


2-(3^romophenoxy)-N-(cis-4-{[4-(djmethylamino)-5-methylpyrimidin-2-yl] 
amino}cyclohexyl)nlcotinamide | 


525 (M + H) 





356 



EP 1 464 335 A2 



(continued) 



| Ex. No 


compound name 


MS 


class 


2895 


N-(cis-4-{[4-(dimethylamjno)-5-methylpyrimidin-2-yl]amjno}cyc!ohexyl). 
2-[3-(trifluoromothyl)phenoxy]-nicotinamide 


515 (M + H) 


1 


2896 


N-(cis^f4.(djmethylamino)-5-methylpyrimidin-2-yl]amlno}cyclohexyl)- 
3-(trifluoromethyl)benzamide 


422 (M + H) 


1 


2897 


N-(cls-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amlno}cyclohexyl)- 
3-fluorobenzamide 


372 (M + H) 


1 


2898 


3-bromo-N-(cis-4^4-(dimethylamino)-5-methylpyrimldin-2-yl]amino} 
cyclohexyl)benzamide 


432 (M + H) 


1 


2899 


N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]aminoJcyclohexyl)- 
4-fluorobenzamlde 


372 (M + H) 


1 


2900 


N-(cls-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
3,5-dimethoxybenzamide 


414 (M + H) 


1 


2901 


N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
2,4-difluorobenzamlde 


390 (M + H) 


1 


2902 


N-(cls-4-{[4-(dimethylamino)-5-mGthylpyrimidin-2-yJ]amino}cyclohexyl)- 
2,5-difluorobenzamlde 


390 (M + H) 


1 


I 2903 


N-(cis-4-{[4-(dlmethylamino)-5-methylpyrimldin-2-yl]amlno}cyclohexyl)- 
2,3,4-trifluorobenzamide 


408 (M + H) 


1 


2904 


N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl) 
benzamide 


354 (M + H) 


2 ! 


I 2905 


4-tert-butyl-N-(cis-4-{[4-(dimethylamino)-5-methylpyiimidin-2-yl]amino} 
cyclohexyl)benzamide 


410 (M + H) 


1 


2906 


4-butyl-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimjdin-2-yl]amino}cyclohexyl) 
benzamide 


410 (M + H) 




I 2907 


4-chloro-N-(cis^[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


388 (M + H) 


1 


2908 


3-cyano-N-(cis-4-{[4-(djmethylamino)-5-methylpyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


379(M + H) 


1 ! 


2909 


4-cyano-N-(cis-4-{(4-(dimethylamino)-5-methylpyrimidin-2-yl]amino) 
cyclohexyl)benzamide 


379 (M + H) 


1 j 


2910 


N-(cis-4H[4-(dimethylamjno)-5-methylpyrimidin-2-yl]amino}cyclohex^ 
2-methoxybenzamide 


384 (M + H) 


3 


2911 


4-bromo-N-(cls-4K[4-(dimethylamino)-5-methylpyrlmidin-2-yl]amjno} 
cyclohexyl)benzamide 


432 (M + H) 


1 


2912 


N-(cls-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl)- 
4-(trifluoromethyl)benzamide 


422 (M + H) 


1 


2913 


N-(cis-4-{[4-(dimethylamino)-5-methylpyrimjdin-2-yl]amino}cyclohexyl)- 
4-methoxybenzamide 


384 (M+H) 


3 


2914 


2-bromo-N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


432 (M + H) 


3 


£9 1 O 


2-chloro-N-(cis-4^4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


388 (M + H) 


3 


2916 


N-(c©-4^4-(dimethylamino)-5-metW^ 
2-fluorobenzamide 


372 (M + H) 


3 
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2917 



2916 

2919 

2920 

2921 

2922 



2923 



compound name 
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MS 



368 (M + H) 
422 (M+H) 



cyclohexyQ-3-methylbenz amide 



440 (M + H) 
446 (M + H) 
398 (M + H) 



class 



3 
3 



1 

T 
T 



2924 SSSS!52^ 

2925 I 3 N :ithyte^^ 

2926 N-(^«4-^ 

2,2-difluoro-i ,3-benzodioxole-5-carbo xamide 

2927 3 N :ii^ 



386 (M + H) 
386 (M + H) 
382 (M + H) 
434 (M + H) 
398 (M + H) 
412 (M + H) 



442 (M + H) 



2930 1 3X^srr^s~~^^ 



440 (M + H) 



45 



50 



2935 I 4 - c ^ r °-N-(^-44[4-(dimethylafTiino)-S-methylpyrimidin-2.yllamino) 
I cyclohexyl)-3-methylben2amide yjammoj 



2936 ri?^ 4 :?™^^ 

I 4 - me ^oxy-3-(trifluoromethyl)benzamide 



440 (M + H) 
406 (M + H) 
510 (M + H) 
382 (M + H) 



3 
3 
1 



402 (M + H) 



55 



2937 I ^^^^^^gg ^^5^ 



452 (M + H) 



368 (M + H) 



384 (M + H) 



358 
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Ex. No. 


compound name 


MS 


class 


2939 


N-(cis-4-{[4-(dimethylamino)-5-methylpyrimjdin-2-yl]amino}cyc!ohexyl)- 
4-methylbenzamide 


368 (M + H) 


1 


2940 


3-chloro-N-(ci8^[4-(dimethylamlno)-5-methylpyrimidin-2-yl]amlno} 
cyclohexyl)benzamide 


388 (M + H) 


1 


2941 


N- 2- -(3^hlorophenyl)-N-(cis^-{[4-(dimethyl^ 
amino}cyclohexyl)-N2-methylglyclnamide 


431 (M + H) 


1 


2942 


N-(cjs-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl) 
-N2-methyl-N2-(3-methylphenyl)-glycinamide 


411 (M + H) 


1 


2943 


N-(cis-4^[4-(dimethylamino)-5-methylpyiimidin-2-yl]amino}cyclohexyl) 
-N2-(3-fluorophenyl)-N2-methylglycinamide 


415 (M + H) 


1 


2944 


N-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl) 
-N2-(4-fluorophenyl)-N2-methylglycinamide 


415 (M + H) 


1 


2946 


N2-(4-chlorophenyl)-N-(cls-4-{[4-(dlmethylamino)-5-methylpyrimldin-2-yl] 
amino}cyclohexyl)«N2-methylglydnamide 


431 (M + H) 


1 


2946 


N2-(3,4<llfluorophenyl)-N-(ci8^[4-(dimGthylamino)-5-methylpyrimidin-2-yl) 
amino}cyclohexyl)-N2-methylglyclnamide 


433 (M + H) 


1 


2947 


N-(cls-4-[4-(dimethylamino)-5Hrnethylpyrimidin-2-yl]amino}cyclohexyl) 
-N2-(3-methoxyphenyl)-N2-methylglycinamide 


427 (M + H) 


1 


2948 


N-(cis-4-[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl) 
-N2-(4-methoxypheny0-N2-methylgtycinamide 


427 (M + H) 


2 


2949 


2-(4-chlorophenyl)-N-(cis-4^4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexyl)-2-methylpropanamide 


430 (M + H) 


1 


2950 


2-[3 f 5-bis(trifluoromethyl)phenyl]-N-(cis-4-{[4-(dimethylamino)- 
6-methylpyrimidin-2-yl]amino}cyclohexyl)acetamide 


504 (M + H) 


2 


2951 


N-(cis-4-{[4-(dlmethylamino)-6-methylpyrimjdin-2-yl]amino}cyclohexyl) 
benzamide 


354 (M + H) 


3 


2952 


4-butyl-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyO 
benzamide 


410 (M + H) 


3 


2953 


N-(cls-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
3-fluorobenzamide 


372 (M + H) 


2 


2954 


N-(cis-44[4-(dimethylamino)-6-methylpyrimjdin-2-yl]amino}cyclohexyl)- 
3-(trifluoromethyl)benzamide 


422 (M + H) 


1 


2955 


N-(cls-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
2-methoxybenzamide 


384 (M + H) 


3 


2956 


N-(cis-4-([4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
4-methoxybenzamide 


384 (M + H) 


3 


2957 


3-cyano-N-(cis^[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


379 (M + H) 


1 


2958 


4-cyano-N-(cis-4-{[4-(dlmethylamino)-6-methylpyiimldin-2-yQamino} 
cyclohexyl)benzamide 


379 (M + H) 


1 


2959 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amjno}cyclohexyl)- 
3,5-dimethoxybenzamide 


414 (M + H) 


1 


2960 


N-(cis-4-([4-(dimethylamino)-6-methylpyrimidin-2-yl]amino) cyclohexyl)- 
3-fluoro-4-(trifluoromethyl)benzamide 


440 (M + H) 


2 
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Ex. No. 


compound name 


| MS 


class 


2961 


N-(cis-4-{[4-(dimethylamjno)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
4-fluoro-3-(trffluoromethyl)benzamide 


440 (M + H) 




2962 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohGxyl)- 
3-fluoro-5-(trifluoromethyl)benzamide 


440 (M + H) 


1 


2963 


3-chloro-N-(ds^[4-(dimethylamino)-6-methylpyrlmidin-2-yl]amino} 
cyclohexyf)-4-fluorobenzamide 


406 (M + H) 


1 


2964 


N-(cis-4-{[4-(dimethylamjno)-6-methylpyrimjdjn-2-yl]amino}cyclohexyl)- 
4-fluoro-3-methy(benzamide 


386 (M + H) 


1 


2965 


N-(cis-4-{[4-(dimethylamjno)-6-methylpyrimidin-2-yl]amino)cyclohexyl)- 
3-fluoro-4-methylbenzamide 


386 (M + H) 


■~ H 


2966 


S.S-dichloro-N-fcis^-^^dimethylaminoJ-e-methylpyrimidin^-yllamino} 
cyclohexyl)benzamide 


422 (M + H) 




2967 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
3-(trifluoromethoxy)benzamide 


438 (M + H) 




2968 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]aminocyclohexyl)- 
3,5-difluorobenzamide 


390 (M + H) 




2969 


4-bromo-N-(cls^[4-(dlmethylamino)-6-methylpyrlmidln-2-yl]amlno} 
cyclohexyl)-3-methylbenzamide 


446 (M + H) 




2970 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimjdin-2-yl]amino}cyclohexyl)- 
3-ethylbenzamide 


382 (M + H) 


3 ! 


2971 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amjno}cyclohexyl)- 
4-ethoxybenzamide 


398 (M + H) 


3 i 


2972 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amjno}cyclohexyl)- 
4-(trifluoromethyl)benzamide 


422 (M + H) 


2 j 


2973 


4-bromo-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexyi)benzamide 


432 (M + H) 


1 i 


2974 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
4-ethylbenzamide 


382 (M + H) 


2 


2975 


N-(cls-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
3,5-diethoxybenzamide 


442 (M + H) 


1 


2976 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
3-ethoxybenzamide 


398 (M + H) 


2 | 


2977 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidjn-2-yl]amino}cyclohexyl)- 
3-isopropoxybenzamlde 


412 (M + H) 


1 


2978 


5-b^omo-N-(cis-4^[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexyi)nicotinamide 


433 (M + H) 


1 | 


2979 


5-bromo-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexyl)-2-furamide 


422 (M + H) 


1 


2980 


5-chloro-N-(cis^[4-(d(methylamino)-6-methylpyrimidin-2-yl]amlno} 
cyclohexyl)-2-furamide 


378 (M + H) 


1 


2981 


N-(cls-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
4-methoxy-3-(trifluoromethyl)benzamide 


452 (M + H) 


2 


2982 


4-chloro-N-(cis-4-{[4-(dimethylamino)-6-methyfpyrimidin-2-yl]amino} 
cyclohexyl)-3-(trifluoromethyl)benzamide 


456 (M + H) 


1 
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Ex. No. 


compound name 


MS 


class 


2983 


N-(cls^-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
3-methylbenzamide 


368 (M + H) 




2984 


N-(cis-4-{[4-(dimethylamjno)-6-methylpyrlmidin-2-yl]amjno}cyclohGxyl)- 
3-methoxybenzamide 


384 (M + H) 


1 


2985 


N-(cls-4-{[4-(dimethylamino)-6-methylpyrlmidin-2-yl]amino}cyclohexyl)- 
4-methylbenzamide 


368 (M + H) 




2986 


4-chloro-N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


388 (M + H) 


1 


2987 


3-chloro-N-(cis-4^[4-(dimethylamino)-6-methylpyrimidln-2-yl]amino} 
cyclohexyl)benzamide 


388 (M + H) 


1 


2988 


N-(cls-4-{[4-(djmethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
3 ,4-drf luorobenzamide 


390 (M + H) 


1 


2989 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
4-(trifluoromethoxy)benzamide 


438 (M + H) 




2990 


N-(cfe-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
4-fiuorobenzamide 


372 (M + H) 


1 


2991 


N-(cis-4-{[4-(dimethylamlno)-6-methylpyrlmldin-2-yl]amlno}cyclohexyl)- 
3,4,5-trimethoxybenzamide 


444 (M + H) 


1 


2992 


N-(4-{[4-(dimGthylamino)-6-methylpyrimidjn-2-yl]amino}cyclohexyl)- 
3-nitrobenzamide 


399 (M + H) 


1 


2993 


N-(cis-4-{[4-(dimethylamino)-6-methylpyrimidin-2-yl]amino}cyclohexyl)- 
2,2-diphGnylacetamida 


444 (M + H) 


1 


2994 


3,4-dichloro-N-(cis-4-{[4-(djmethylamino)-6-methylpyrjmidin-2-yl]amino} 
cyclohexyl)benzamide 


422 (M + H) 


1 


2995 


N-(cls-4-{[4-(dlmethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl) 
benzenesulfonamide 


390 (M + H) 


3 


2996 


N4 l N4 l 5-trimethyl-N2-{cis-4-[(4-methylbenzyl)amino]cyclohexyl} pyrimidine- 
2,4-diamine 


354 (M + H) 


3 


2997 


N2-{cis-4-[(3,4-drfluorobenzyl)amino]cyclohexyl}-N4 l N4,5-trimethylpyrimidine- 
2,4-diamine 


376 (M + H) 


3 


2998 


N2^cis-4-[(3-chlorobenzyl)amino]cyclohexyl}-N4 l N4 l 5-trimethylpyrimjdine- 
2,4-diamine 


374 (M + H) 


3 


2999 


N2^cis-4-[(3-bromobenzyl)arnino]cyclohexyl}-N4,N4 l 5-trimethylpyrimidine- 
2,4-diamine 


418 (M + H) 


3 


3000 


N2-{cis-4-[(3,5-dimethoxybenzyl)amino]cyclohexyl} 
-N4 ( N4,5-trimethylpyrimidine-2,4-diamine 


400 (M + H) 


2 


3001 


N2^cis-4-[(3 l 5-dich!orobenzyl)amino]cyclohexyl)-N4,N4 l 5-trimethylpyrimidine- 
2,4-diamine 


408 (M +H) 


3 


3002 


N2-{cis-4-[(3 t 4-dlchlorobenzyl)amino]cyclohexyl}-N4,N4,5-trimethylpyrimidine- 
2,4-diamine 


408 (M + H) 


3 


3003 


N2-{cis-4-[(4-methoxy-3-methylbenzyf)amino]cyclohexyl} 
-N4,N4,5-trimethylpyrimidine-2,4-diamine 


384 (M + H) 


3 


3004 


N4,N4,5-trimethyl-N2-(cis-4-{[3-(trifluoromethoxy)benzyl]amino}cyclohexyl) 
pyrimidine-2,4-diamine 


424 (M + H) 


3 
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Ex. No. 


compound name 


MS 


class 


3005 


N4,N4 p 6-trimethyl-N2-(cis-4^[3-(trifluoromethoxy)benzyl]am^no]cyclohexyl) 
pyrimidine^-diamine 


424 (M + H) 


3 


3006 


N-(cis-^[4-(dimethylamino)-5-(trifluoromethy!)pyrimidin-2-yl]amino} 
cyclohexyl)-3,4-dif1uorobenzamide 


444 (M + H) 


3 


3007 


N-(((1R,3S)-3-{[4-(dimethylamlno)-5HTiethylpyrimidln-2-yl]amlno}cyclopenty^ 
methy]-6-(3-fluorophenoxy)nicotinamide 


465 (M + H) 




3008 


6-(3-chlorophenoxy)-N-[((1R,3S)-3-{[4-(dimethylamino)-5-methylpyrimidin-2-yl] 
amino}cyclopentyt)methyl]nicotinamide 


481 (M + H) 




3009 


3009 N-[((1 R,3S)-3-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino} 
cvcloD0ntvhmethvll-6-f3-methoxvDhenoxv^ nicotinamide 


477 (M + H) 




3010 


N-[((1R l 3S)-3-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclopentyl) 
methvll-6-(2-methoxvDhenoxv)nicotinamide 


477 (M + H) 




3011 


N-[((1R l 3S)-3-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclopentyl) 
m ethyl] -6-(2-fluoroph en oxy) nicotinamide 


465 (M + H) 




3012 


2-(44)romophenoxy)-N-[((1R,3S)-3-{[4-(dimethylamino)-5-methylpyrimidin- 
2-vl1amino)cvcloDentvl)methvl1nicotinamide 


525 (M + H) 


2 


3013 


N4((1R,3S)-3-{[4-(dimethylamino)-5H7iethylpyrimidin-2-yl]amino}cyclopentyl) 
m eth v 1 1 -2 - ( 2-m et h oxvd hen oxvl n icoti n am ids 


477 (M + H) 


1 


3014 


2-(24>ramophenoxy)-N-[((1R,3S)-34[4-(dimethylamino)-5HTiethylpyrimidin- 
2-vllamino)cvcloDentvnmethvrinicotinamirift 


525 (M + H) 


3 


3015 


N-[((1R,3S)-3-{[4-(dimethylamino)-5H7iethylpyrimidin-2-yl]amino}cyclopentyl) 
methvl1-2-f2-fluoroDhenoxvtaicotfnemidA 


465 (M + H) 


1 


3016 


N-[((1R,3S)-3-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyciopentyl) 
m eth v II -2-( 4-m eth oxvd h e n oxv^-n icoti n am ide 

* ■ iw*« 1 W IJ k 1 » 1 1 P wtl IVAJ LSI Ivl IWAT I 1 MvwLH 1 C4I 1 MVJw 


477 (M + H) 




3017 


N-[((1R,3S)-3-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclopentyl) 
m eth vll -2- ( 3-f I u o roo h en oxvl n Icot i n am ide 

inwuijij ^ \ II** Wl w|v 1 Ivl IWAJ II llwvlll ICU 1 IIVIW 


465 (M + H) 


3 


3018 


2-(3-chlorophenoxy)-N-[((1R,3S)-3-{[4-(dimethylamino)-5-methylpyrimidin-2-yl] 
am i n o)cvclODentvl)m eth v II nicotinamide 

**** ■ ■ ■■ • VjWJ W IW^/V ■ It W IJI 1 IWil If ill llwvlll lul 1 IJVJw 


481 (M + H) 


3 


3019 


2-(3-chloro-4-fluorophenoxy)-N-[((1R,3S)-3-{[4-(dimethylamino)- 
5*methvlDvrimidin-2-vllaminolcvcloDentvhmethvnnicotinamide 

w 1 1 y » j i^r j ■ ii i iiwi i b j i jhi i ■■• • wjwj WIWwwl l/l l iwll 1 W IJI llvWUl IOI 1 IIUw 


499 (M + H) 


2 ( 


3020 


2-(4-chloro-3-fluorophenoxy)-N-[((1 R,3S)-3-{[ 4-(dimethylamino)- 
5-methvlDvrimidin-2-vllamino)cvcloDentvl^methvllnicotinamide 

»w mm nj J w 99 1 ■ J • J**»» III* • W JW W VIWWWl 1 ft W 1 Ml 1 |VlV If Ml 1 IWVUI 1 Ul 1 IIU V 


499 (M + H) 


3 


3021 


N-tS-chlorophenylJ-N'^cis^^-JdimethylaminoJ-S-methylpyrimidin^-yl] 
amino}cyclohexyl)-N-methylurea 


417 (M + H) 




3022 


N^^-dichlorophenylJ-N'^cis^-^^dimethylaminoVS-methylpyrimidin^-yO 
amino}cyclohexyl)-N-methylurea 


451 (M + H) 




3023 


N^tcis^-f^-ldlmethylaminoJ-S-methylpyrimidin^-yllaminolcyclohexyO-N- 
methyl-N-(3-methylphenyl)urea 


397 (M + H) 




3024 


N'^cls^^^dimethylaminoJ-S-methylpyrimidin^-yQaminolcyclohexyO-N- 
methyl-N-(4-methylphenyl)urea 


397 (M + H) 




3025 ! 


N'-(cis-4-{[4-(dimethylamino)-5-methylpyrimidin-2-yl]amino}cyclohexyl) 
-N-(3-fluoropheny0-N-methylurea 


401 (M + H) 




3026 


N'^cis^-^^dimethylaminoJ-S-methylpyrimidin^-yllaminoJcyclohexyl) 
-N-(4-fluoropheny0-N-methylurea 


401 (M + H) 
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Ex. No. 


compound name 


MS 


class 


3027 


N-(4-chlorophenyl)-N'-(cis-4-{[4-(climethylamino)-5-methylpyrimidin-2-yl] 
amino}cyc!ohexyl)-N-methylurea 


417 (M + H) 


1 


3028 


N'-tcis^IA^dimethylaminoJ-S-methylpyrimidin^-yOaminoJcyclohexyl) 
-N-(3-methoxyphenyl)-N-methylurea 


413 (M + H) 


1 


3029 


N'-(cis-4-{[4-(dimethylamino)-5-methylpyrlmjdin-2-yl]amino}cyclohcxyl) 
-N-(4-methoxyphenyl)-N-methylurea 


413 (M + H) 


1 


3030 


3,4-dichloro-N-(cis-4-{[5-methyl-4-(methylamjno)pyrimidin-2-yl]amino} 
cyclohexyl)benzamide 


408 (M + H) 


3 



Example 3031 



3,4-Difluoro-M-[c/s-4-(quinolin-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride 

Step A: Synthesis of (c/s-4-benzyloxycarbonylamlno-cyclohexyl)-carbamic acid benzyl ester. 

[0581] To a suspension of c/s-cyclohexane-1 ,4-dicarboxylic acid (25.0 g, 145 mmol) in benzene (1 25 mL) were added 
phosphorazidic acid diphenyl ester (81 .9 g, 298 mmol) and triethylamine (30.1 g, 297 mmol). The reaction mixture was 
stirred at reflux for 2.5 hr. Benzyl alcohol (32.2 g, 298 mmol) was added and the mixture was stirred at reflux for 24 hr. 
The reaction mixture was concentrated and the residue was dissolved in EtOAc and H 2 0. The organic layer was 
separated and the aqueous layer was extracted with EtOAc (twice). The combined organic layer was washed with 1 
M aqueous KHS0 4 , saturated aqueous NaHC0 3 , and brine, dried over MgS0 4 , filtered, concentrated, and purified by 
flash chromatography (silica gel, 33% EtOAc in hexane) to give (c/s-4-benzy!oxycarbonylamino-cyclohexyl)-carbamic 
acid benzyl ester (52.0 g, 94%) as a colorless oil. 

ESI MS m/e 405, M + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 87.15-7.40 (m, 10 H), 5.07 (s, 4 H), 4.70-5.00 (m, 2 H), 3.52-3.80 
(m, 2 H), 1 .60-1 .80 (m, 4 H), 1 .45-1 .60 (m, 4 H). 

Step B: Synthesis of (c/s-4-amino-cyclohexyl)-carbamic acid tert-butyl ester. 

[0582] To a solution of (c/s-4-benzyloxycarbonylamino-cyclohexyl)-carbamic acid benzyl ester (91 .7 g, 240 mmol) in 
MeOH (460 mL) was added 5% Pd/C (9.17 g). The reaction mixture was stirred at ambient temperature under hydrogen 
atmosphere for 2.5 days, filtered through a pad of celite, and concentrated to give a diamine as a colorless oil. To a 
solution of the diamine in MeOH (550 mL) was added a solution of (Boc) 2 0 (6.59 g, 30.2 mmol) in MeOH (80 mL) 
dropwise over 4 hr. The reaction mixture was stirred at ambient temperature for 1 .5 days and concentrated. After 
dissolution with H 2 0, the aqueous layer was extracted with CHCI3 (three times). The combined organic layer was dried 
over MgS0 4 , filtered, and concentrated to give c/s-(4-amino-cyclohexyl)-carbamic acid fe/T-butyl ester (7.78 g, 15%, 
crude) as a colorless oil. The aqueous layer was concentrated and the residue was dissolved in MeOH, dried over 
MgS0 4 , filtered, and concentrated to give a recovered diamine (32.9 g) as a colorless oil. To a solution of the recovered 
diamine (32.9 g, 288 mmol) in MeOH (660 mL) was added a solution of (Boc) 2 0 (6.29 g, 28.8 mmol) in MeOH (80 mL) 
dropwise over 5 hr. The reaction mixture was stirred at ambient temperature for 1 0 h r and concentrated. After dissolution 
with H 2 0, the aqueous layer was extracted with CHCI3 (three times). The combined organic layer was dried over 
MgS0 4 , filtered, and concentrated to give c/s-(4-amino-cyclohexyl)-carbamic acid fert-butyl ester (8. 1 6 g, 1 6%, crude) 
as a colorless oil. The aqueous layer was concentrated and the residue was dissolved in MeOH, dried over MgS0 4 , 
filtered, and concentrated to give a recovered diamine (23. 1 g) as a colorless oil. To a solution of the recovered diamine 
(23.1 g, 202 mmol) in MeOH (462 mL) was added a solution of (Boc) 2 0 (4.42 g, 20.3 mmol) in MeOH (56 mL) dropwise 
over 4 hr. The reaction mixture was stirred at ambient temperature for 3.5 days and concentrated. After dissolution 
with H 2 0, the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dried over 
MgS0 4 , filtered, and concentrated to give c/s-(4-amino-cyclohexyl)-carbamic acid ferf-butyl ester (5.01 g, 10% based 
on starting material) as a colorless oil. The aqueous layer was concentrated and the residue was dissolved in MeOH, 
dried over MgS0 4l filtered, and concentrated to give a recovered diamine (16.0 g) as a colorless oil. To a solution of 
the recovered diamine (16.0 g, 140 mmol) in MeOH (320 mL) was added a solution of (Boc) 2 0 (3.06 g, 14.0 mmol) in 
MeOH (40 mL) dropwise over 4 hr. The reaction mixture was stirred at ambient temperature for 1 3 hr and concentrated. 
After dissolution with H 2 0, the aqueous layer was extracted with CHCI3 ( three times). The combined organic layer was 
dried over MgS0 4 , filtered, and concentrated to give c/s-(4-amino-cyclohexyl)-carbamic acid tert-butyl ester (3.53 g, 
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7% based on the starting material) as a colorless oil. The aqueous layer was concentrated and the residue was dissolved 
In MeOH, dried over MgS0 4 , filtered, and concentrated to give a recovered diamine (11.1 g) as a colorless oil. 
ESI MS m/e 215, M + H+; 1 H NMR (300 MHz, CDCIg) 8 4.30-4.82 (m, 1 H), 3.50-3.80 (m, 1 H), 2.78-2.95 (m, 1 H), 
1.44 (s, 9H), 1.20-1.80 (m, 8 H). 

5 

Step C: Synthesis of (c/s-4^[1-(3,4^if!uoix>-phenyl>methanoyn-amlnoKyclohexyl)^rt>amlc acid tert-butyl 
ester. 

[0583] To a solution of 3,4-difluoro-benzoic acid (4.10 g, 25.9 mmol) and (c/s-4-amino-cyclohexyl)-carbamic acid 
10 tert-butyl ester (5.05 g, 23.6 mmol) in DMF (50 mL) were added Et 3 N (90 mL, 56.7 mmol), HOBt-H 2 0 (5.41 g, 35.3 
mmol), and EDC-HCI (4.97 g, 25.9 mmol). The reaction mixture was stirred at ambient temperature for 17 hr. To the 
reaction mixture was added water (200 mL) and the suspension was stirred at ambient temperature for 10 min. The 
precipitated was collected by filtration, washed with H 2 0 and EtOH, and dried at 80 °C under reduced pressure to give 
(ds-4-{[1 -(3,4-difluoro-phenyl)-methanoyl]-amino}-cyclohexyl)-carbamic acid tert-butyl ester (5.20 g, 62.3%) as a white 
15 solid. 

ESI MS m/e 377, M + Na+; 1 H NMR (300 MHz, CDCI3) 5 1 .45 (s, 9 H), 1 .53-1 .95 (m, 8 H), 3.60-3.74 (m, 1 H), 4.00-4.1 6 
(m, 1 H), 4.50-4.68 (m, 1 H), 5.95-6.09 (m, 1 H), 7.15-7.28 (m, 1 H), 7.43-7.68 (m, 2 H). 

Step D: Synthesis of W-<c/s-4-amlno-cyclohexyl)-3,4-dtf luoro-benzamlde. 

20 

[0584] A solution of (c/s-4-{[1-(3,4-difluoro-phenyl)-methanoyl]-amino}-cyclohexyl)-carbamic acid tert-butyl ester 
(5.20 g, 14.7 mmol) in EtOAc (52 mL) was cooled on an ice-bath and 4 M hydrogen chloride in EtOAc (1 04 mL) was 
added. The mixture was stirred at ambient temperature for 1 hr and concentrated. The residue was dissolved in 1 M 
aqueous NaOH and the aqueous layer was extracted with CHCI3 (three time). The combined organic layer was dried 
25 over MgS0 4 , filtered, concentrated, and dried at 60 °C under reduced pressure to give N-(c/s-4-amino-cyclohexyl)- 
3,4-dif luoro-benzamlde (3.00 g, 80%) as a white solid. 

ESI MS m/e 255, M + H + ; 1 H NMR (300 MHz, CDCI 3 ) 6 1.15-1.52 (m, 3 H), 1.59-1.89 (m, 5 H), 2.94-3.06 (m, 1 H), 
4.06-4.20 (m, 1 H), 6.01-6.18 (m, 1 H), 7.13-7.26 (m, 1 H), 7.43-7.50 (m, 1 H), 7.57-7.67 (m, 1 H). 

30 step E: Synthesis of 3,4-dif luoro-W-[c/s-4-(qulnolln-2-ylamlno)-cyctohexyl]-benzamlde hydrochloride. 

[0585] A mixture of 2-chloro-quinoline (200 mg, 1 .22 mmol) and A/-(c/^4-amino-cyclohexyl)-3,4-difluoro-benzamide 
(342 mg, 1 .34 mmol) in butanol (1 mL) was stirred at 1 30 °C for 60 hr in a sealed tube. The reaction mixture was poured 
into saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI3 (three times). The combined organic 

35 layer was dried over MgS0 4 , filtered, concentrated, and purified by medium-pressure liquid chromatography (NH-silica 
gel, 20% to 50% EtOAc in hexane). To a solution of the above material in EtOAc (2 mL) was added 4 M hydrogen 
chloride in EtOAc (10 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated. The residue was 
suspended in Et 2 0 (20 mL) and the suspension was stirred at ambient temperature for 2 hr. The precipitate was filtered, 
washed with Et 2 0, and dried at 80 °C under reduced pressure to give 3,4-difluoro-N-[c/^4-(quinolin-2-ylamino)-cy- 

40 clohexyl]-benzamide hydrochloride (189 mg, 37%) as a white solid. 

ESI MS m/e 382, M (free) + H+ ; 1 H NMR (300 MHz, CDCI3) 5 1.80-2.09 (m, 8 H), 3.96-4.24 (m, 2 H), 6.90-7.03 (m, 2 
H), 7.14-7.25 (m, 1 H), 7.41-7.48 (m, 1 H), 7.57-7.64 (m, 1 H), 7.69-7.79 (m, 4 H), 8.18 (d, J= 9.6 Hz, 1 H), 9.73-9.76 
(m, 1 H). 

45 Example 3032 

2-Phenoxy-AKc/s-4-(qulnolln-2-ylamlno)-cyclohexyl]-nicotinamlde hydrochloride 
Step A: Synthesis of WYc/s-4-amino-cyclohexyl)-2-phenoxy-nicotlnamlde. 

50 

[0566] To a solution of (c/s-4-amino-cyclohexyl)-carbamic acid tert-butyl ester obtained in step B of example 3031 
(6.00 g, 27.8 mmol) in CHCI3 (60 mL) was added APr 2 NEt (9.67 mL, 55.6 mmol). The mixture was cooled on an ice- 
bath and 2-phenoxy-nicotinoyl chloride (6.50 g, 27.8 mmol) was added. The mixture was stirred at ambient temperature 
for 17 hr. The reaction was quenched with saturated aqueous NaHC0 3 and the aqueous layer was extracted with 
55 CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtered, and concentrated. To a solution of 
the above material in EtOAc (100 mL) and CHCI3 (40 mL) was added 4 M hydrogen chloride in EtOAc (100 mL). The 
mixture was stirred at ambient temperature for 1 hr and concentrated. The residue was dissolved in 1 M aqueous 
NaOH and the aqueous layer was extracted with CHCI3 (three time). The combined organic layer was dried over 
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MgS0 4 , filtered, concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 0.2% to 1% 
MeOH in CHCIg) to give W-(c/*4-amino-cyclohexyl)-2-phenoxy-nicotlnamide (3.51 g, 41%) as a pale yellow oil. 
ESI MS m/e312, M + H 4 ; 1 H NMR (300 MHz, CDCI 3 ) 8 1.12-1.39 (m, 3 H), 1.65-1.94 (m, 5 H), 2.80-2.91 (m, 1 H), 
4.18-4.30 (m, 1 H). 7.13-7.22 (m, 3 H). 7.25-7.33 (m. 1 H), 7.41-7.51 (m. 2 H), 8.04-8.14 (m, 1 H), 8.22 (dd. J= 4.7. 
5 2.1 Hz, 1 H), 8.62 (dd, J= 7.6, 2.0 Hz, 1 H). 

Step B: Synthesle of 2-phenoxy-W-[cte4-(qulnolln-2-ylamlno)-cyclohexyl]-nlcotlnanilde hydrochloride. 

[0587] A mixture of 2-chloro-quinoline (200 mg, 1 .22 mmol) and cfe- W-(4-amino-cyclohexyl)-2-phenoxy-nfcotinamide 
10 (41 8 mg, 1 .34 mmol) in butanol (1 mL) was stirred at 1 30 °C for 6 days in a sealed tube. The reaction mixture was 
poured into saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHO a (three times). The combined 
organic layer was dried over MgS0 4 , filtered, concentrated, and purified by medium-pressure liquid chromatography 
(NH-silica gel, 10% to 16% EtOAc in hexane). To a solution of the above material in EtOAc (10 mL) was added 4 M 
hydrogen chloride in EtOAc (0.2 mL). The mixture was stirred at ambient temperature for 1 hr, and concentrated. The 
13 residue was suspended in Et^O (20 mL) and the suspension was stirred at ambient temperature for 2 hr. The precipitate 
was collected by filtration, washed with EtjO, and dried at 60 "C under reduced pressure to give 2-phenoxy-A/-[cfc- 
4-(quinolin-2-ylamino)-cyclohexyl]-nicotinamide hydrochloride (138 mg, 37%) as a white solid. 
ESI MS m/e 461 , M (free) + Na 4 ; 1 H NMR (300 MHz. CDCI 3 ) 5 1 .87-2.10 (m, 8 H), 3.83-3.97 (m, 1 H) 4.12-4.24 (m, 1 
H) 6 90 (d J = 9.5 Hz, 1 H), 7.12 (dd, J = 7.6,4.5 Hz, 1 H). 7.20-7.32 (m, 3 H), 7.37-7.50 (m, 3 H), 7.66-7.80 (m, 3 H), 
20 7.95 (d, J = 7.0 Hz, 1 H) 8.1 3 (d, J = 9.6 Hz, 1 H), 8.21 (dd, J= 4.6, 2.2 Hz, 1 H), 8.53 (dd. J= 7.6.1 .9 Hz. 1 H). 9.77-9.92 
(m, 1 H). 



Example 3033 

25 3-Methyl-W-[c/*4-(qulnolln-2-ylamlno)-eyclohexyll-benzamlde hydrochloride 
Step A: Synthesis of cte-W-qulnolln-2-yl-cyclohexane-1 ,4-diamine. 

[0588] A mixture of 2-chloro-quinoline (1 6.0 g, 97.8 mol) end (cis^-amino-cyclohexyl)-carbamic acid ferf-butyl ester 
so obtained in step B of example 3031 (23.0 g, 1 07.5 mol) in butanol (1 6 mL) was stirred at 130 "C for 3 days. The reaction 
mixture was poured into saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCfe (three times). 
The combined organic layer was dried over MgS0 4 , filtered, concentrated, and purified by medium-pressure liquid 
chromatography (NH-silica gel, 1 0% EtOAc in hexane) to give a pale yellow oil. To a solution of the above matenal in 
EtOAc (160 mL) was added 4 M hydrogen chloride in EtOAc (80 mL). The mixture was stirred at ambient temperature 
33 for 12 hr and concentrated. The residue was dissolved in 1 M aqueous NaOH and the aqueous layer was extracted 
with CHCI 3 (three time). The combined organic layer was dried over MgS0 4 , filtered, and purified by medium-pressure 
liquid chromatography (NH-silica gel, 2% to 5% MeOH in CHCI 3 ) to give ds-N-quinolin-2-yl-cyclohexane-1 ,4-diamine 
(6.30 g, 27%) as pale yellow solid. 

ESI MS m/e 242. M + H 4 ; ^H NMR (300 MHz, CDCI 3 ) 8 1.12-1.53 (m, 4 H), 1.65-1.93 (m, 6 H). 2.84-2.98 (m. 1 H), 
40 4.04-4.1 6 (m, 1 H), 478-4.91 (m. 1 H). 6.61 (d, J= 9.0 Hz. 1 H), 7.17 (ddd, J= 8.0, 6.9. 1 .2 Hz. 1 H), 7.46-7.58 (m. 2 
H), 7.61-7.66 (m. 1 H), 7.79 (d, J= 8.9 Hz, 1 H). 

Step B: Synthesis of 3-methyhAf-[cte^-(qulnolln-2-ylamlno>cyclohexyl]-benzamlde hydrochloride. 

45 [0589] To a solution of cfe-A^quinolin-2-yl-cyclohexane-1 ,4-diamine (300 mg, 1 .24 mmol) in CHCI 3 (2 mL) were added 
/-Pr 2 NEt (0.45 mL, 2.60 mmol) and 3-methyl-benzoyl chloride (210 mg, 1 .36 mmol) In CHCIg (1 mL). The mixture was 
stirred at ambient temperature for 1 7 hr. The reaction was quenched with saturated aqueous NaHC0 3 and the aqueous 
layer was extracted with CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, 
and purified by medium-pressure liquid chromatography (NH-silica gel, 20% EtOAc in hexane) to give a colorless oil. 

so To a solution of the above material in EtOAc (10 mL) was added 4 M hydrogen chloride in EtOAc (0.2 mL). The mixture 
was stirred at ambient temperature for 1 hr and concentrated. The residue was suspended in E^O (20 mL) and the 
suspension was stirred at ambient temperature for 2 hr. The precipitate was collected by filtration, washed with EtaO, 
and dried at 60 "C under reduced pressure to give 3-methyl-A*-[c/s-4-(quinolin-2-ylamino)-cyclohexyl]-benzamide hy- 
drochloride (294 mg, 60%) as a white solid. 

55 ESI MS m/e 382, M (free) + Na 4 ; 1 H NMR (300 MHz, CDCy 8 1 .82-2.07 (m, 8 H), 2.40 (s, 3 H), 3.93-4.04 (m, 1 H), 
4.08-4.26 (m, 1 H). 6.49-6.58 (m, 1 H), 6.94 (d. J = 9.5 Hz, 1 H), 7.25-7.32 (m, 2 H), 7.40-7.48 (m, 1 H), 7.56-7.66 (m, 
2 H). 7.67-7.81 (m, 3 H) 8.17 (d. J= 9.5 Hz. 1 H). 9.74-9.87 (m, 1 H). 
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Example 3034 

3-Mcthoxy-f^[ci^(qulnolln-2-ylamlno)-<^clohexyl]-benzamide hydrochloride 

Step A: Synthesis of 3-methoxy-A^[c/^(qulnolln-2-ylamlnohcyclohexyll-benramlde hydrochloride. 

[0590] Using the procedure for the step 6 of example 3033, the title compound was obtained. 
ESI MS m/e 398, M (free) + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 5 1.78-2.09 (m, 8 H), 3.86 (s, 3 H), 3.94-4.06 (m, 1 H), 
4.08-4.25 (m, 1 H), 6.63 (d, J= 8.6 Hz, 1 H), 6.91-7.05 (m, 2 H), 7.28-7.48 (m, 4 H), 7.68-7.80 (m, 3 H), 8.17 (d, J = 
9.3 Hz, 1 H), 9.75-9.84 (m, 1 H). 

Example 3035 

3-Chloro-W-[ci^4-(qulnolln-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 3-chloro-^[c/s4-(qulnolln-2-ylamlno>.cyclohexyll -benzamlde hydrochloride. 

[0591] Using the procedure for the step B of example 3033, the title compound was obtained. 
ESI MS m/e 402, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 8 1 .82-2.10 (m, 8 H), 3.96-4.07 (m, 1 H), 4.09-4.26 (m, 
1 H), 6.75 (d, J= 7.8 Hz, 1 H), 6.96 (d, J= 9.3 Hz, 1 H), 7.33-7.49 (m, 3 H), 7.66-7.79 (m, 4 H), 7.83-7.88 (m, 1 H), 
8.19 (d, J= 9.3 Hz, 1 H), 9.80 (d, J= 8.5 Hz, 1 H). 

Example 3036 

5-Nitro-thlophene-3-carboxyllc acid [c/s-4-(qulnolln-2-yiamlno)-cyclohexyl]-amlde hydrochloride 

Step A: Synthesis of 5-nrtro-thiophene-3-carboxyllc acid [c/s4-(qulnolin-2-ylamino)-cyclohexyl]-amlde 
hydrochloride. 

[0592] To a solution of 5-nitro-thiophene-3-carboxylic acid (516 mg, 2.98 mmol) and c/s-W-quinolin-2-yl-cyclohexane- 
1 ,4-dlamine obtained in step A of example 3033 (600 mg, 2.48 mmol) in DMF (6 mL) were added EtjN (0.83 mL, 5.95 
mmol), HOBt-H 2 0 (570 mg, 3.72 mmol), and EDC-HCI (571 g, 2.98 mmol). The reaction mixture was stirred at ambient 
temperature for 12 hr. To the reaction mixture was added water (20 mL) and the suspension was stirred at ambient 
temperature for 30 min. The precipitated was collected by filtration, washed with H 2 0, and purified by medium-pressure 
liquid chromatography (NH-silica gel, 33% to 50% EtOAc in hexane and silica gel, 2% to 5% MeOH in CHCI 3 ) to give 
a pale yellow oil. To a solution of the above material in EtOAc (1 0 mL) was added 4 M hydrogen chloride in EtOAc (0.2 
mL). The mixture was stirred at ambient temperature for 1 hr and concentrated. The residue was suspended in EtgO 
(20 mL) and the suspension was stirred at ambient temperature for 2 hr. The precipitate was collected by filtration, 
washed with E^O, and dried at 60 °C under reduced pressure to give 5-nitro-thiophene-3-carboxyllc acid [c/s-4-(quin- 
olin-2-ylamino)-cyclohexyl]-amide hydrochloride (329 mg, 60%) as a yellow solid. 

ESI MS m/e 419, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .80-2.18 (m, 8 H), 3.96-4.25 (m, 2 H), 6.97 (d, J= 9.3 
Hz, 1 H), 7.39-7.53 (m, 2 H), 7.67-7.80 (m, 3 H), 8.20 (d, J= 9.4 Hz, 1 H), 8.26-8.30 (m, 1 H), 8.39-8.42 (m, 1 H), 9.59 
(d, J=8.6Hz, 1 H). 

Example 3037 

2-Chloro-N-[c/s-4-(quinolin-2-yiamino)-cyclohexyl]-nlcotlnamlde hydrochloride 

Step A: Synthesis of 2-chloro-W-[c/^4-(quinolln-2-ylamino)-cyclohexyl]-nicotlnamlde hydrochloride. 

[0593] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 403, M (free) + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .84-2.17 (m, 8 H), 3.93-4.05 (m, 1 H), 4.13-4.30 (m, 
1 H), 6.89-7.02 (m, 2 H), 7.30-7.50 (m, 2 H), 7.67-7.81 (m, 3 H), 7.96 (d, J= 7.5 Hz, 1 H), 8.19 (d, J= 9.6 Hz, 1 H), 
8.44-8.50 (m, 1 H), 9.73-9.87 (m, 1 H). 
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Example 3038 

3^hloro^fIuoro-A^[c/s4-(quinolin-2-ylamlno)K:yclohexyl]-ben2amlde hydrochloride 

Step A: Synthesis of 3^loro^-fluoro-M[c/^4-(qulnolln>2-ylamlno)-cyclohexyl]-benzamide hydrochloride. 

[0594] Using the procedure for the step B of example 3033, the title compound was obtained. 

ESI MS m/e 420, M (free) + Na + ; 1 H NMR (300 MHz, CDCIg) 8 1.78-2.08 (m, 8 H), 3.95-4.06 (m, 1 H), 4.07-4.23 (m, 

1 H), 6.68-6.78 (m, 1 H), 6.95 (d, J= 9.6 Hz, 1 H), 7.18 (t, J= 8.6 Hz, 1 H), 7.41-7.48 (m, 1 H), 7.68-7.79 (m, 4 H), 
7.95 (dd, J= 7.0, 2.2 Hz, 1 H), 8.18 (d, J= 9.6 Hz, 1 H), 9.79 (d, J= 8.4 Hz, 1 H). 

Example 3039 

3,5-Dlmethoxy-/V-[c/s-4-(qulnolIn-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 3 9 5-dlmethoxy-A^[c/s-4-(qulnolin-2-ylamino)-cyclohexyl]-benzamfde hydrochloride. 

[0595] Using the procedure for the step B of example 3033, the title compound was obtained. 

ESI MS m/e 428, M (free) + Na+; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .80-2.14 (m, 8 H), 3.85 (s, 6 H), 3.95-4.26 (m, 2 H), 

6.53-6.66 (m, 2 H), 6.89-7.01 (m, 3 H), 7.40-7.51 (m, 1 H), 7.68-7.82 (m, 3 H), B.18 (d, J= 9.6 Hz, 1 H), 9.76-9.85 (m, 1H). 

Example 3040 

3,4-Dlchloro-A^[ci(s-4-(qulnolin-2-ylamlno)-cyclohexyl]-benzamide hydrochloride 

Step A: Synthesis of 3 v 4-dlchloro-^[c/s-4-(quinolln-2-ylamino)-cyclohexyl]-benzamide hydrochloride. 

[0596] Using the procedure for the step B of example 3033, the title compound was obtained. 

ESI MS m/e 436, M (free) + Na+; 1 H NMR (300 MHz, CDCI3) 8 1.81-2.15 (m, 8 H), 3.98-4.25 (m, 2 H), 6.87-7.00 (m, 

2 H), 7.42-7.52 (m, 2 H), 7.65-7.80 (m, 4 H), 7.98 (d, J= 2.0 Hz, 1 H), 8.19 (d, J= 9.5 Hz, 1H), 9.87 (d, J= 8.6 Hz, 1H). 

Example 3041 

Benzo[2,1 ,3]oxadlazole-5-carboxylic acid-{c/s-4-(quinolln-2-ylamlno)-cyclohexyl]-amlde hydrochloride 

Step A: Synthesis of benzo[2,1,3]oxadlazole-5-carboxyllc acld-[c/s-4-(qulnolln-2-ylamlno)-cyclohexyl]-amlde 
hydrochloride. 

[0597] Using the procedure for the step B of example 3033, the title compound was obtained. 
ESi MS m/e 388, M (free) + H+ ; 1 H NMR (300 MHz, CDCI3) 8 1 .81-2.23 (m, 8 H), 3.98-4.31 (m, 2 H), 6.97 (d, J= 9.5 
Hz, 1 H), 7.38-7.50 (m, 2 H), 7.70-7.78 (m, 3 H), 7.88 (ddd, J= 14.3, 9.3, 1.2 Hz, 2 H), 8.20 (d, J= 9.5 Hz, 1 H), 8.41 
(t, J= 1.2 Hz, 1 H), 9.75 (d, J= 8.1 Hz, 1 H). 

Example 3042 

1-Methyl-4-nltro-1H-pyrrole-2-carboxyllc acid [c/s-4-(qulnolln-2-ylamlno)-cyclohexyl]-amlde hydrochloride 

Step A: Synthesis of 1-methyl-4-nitro-1 W-pyrrole-2-carboxyllc acid [c/s-4-(qulnolin-2-ylamlno)-cyclohexylJ- 
amlde hydrochloride. 

[0598] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 394, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1 .80-2.14 (m, 8 H), 3.91-4.15 (m, 5 H), 6.96 (d, J= 9.4 
Hz, 1 H), 7.09 (d, J= 9.0 Hz, 1 H), 7.28-7.31 (m, 1 H), 7.41-7.54 (m, 2 H), 7.67-7.79 (m, 3 H), 8.19 (d, J= 9.6 Hz, 1H), 
9.66 (m, 1 H). 
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Example 3043 

9W-Xanthene-9-carboxylic acid [c/s^(qulnolln-2-ylamlno)-cyclohexyl]-amlde hydrochloride 

Step A: Synthesis of 9H-Xanthene-9-carboxyllc acid [cis-4^qulnolln-2-ylamlno)-cyclohexyl]-amide 
hydrochloride. 

[0599] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 472, M (free) + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .65-1 .89 (m, 6 H), 3.76-3.94 (m, 2 H), 5.99-6.09 (m, 
1 H), 6.87 (d, J = 10.1 Hz, 1 H), 7.05-7.18 (m, 4 H), 7.24-7.47 (m, 5 H), 7.65-7.79 (m, 3 H) 8.13 (d, J- 9.6 Hz, 1 H), 
9.62 (d, J= 7.6 Hz, 1 H). 

Example 3044 

5-(4-Chloro-phenyl)-furan-2-cart>oxylic acid [c/s-4-(qulnolln-2-ylamino)-cyclohexyl]-amlde hydrochloride 

Step A: Synthesis of 5-(4-chloro-pheny l)-f uran-2-carboxylic acld[c/s-4-(qulnolin-2-y laml no)-cyclohexy IJ-am ide 
hydrochloride. 

[0600] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 468, M (free) + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 5 1 .77-2.13 (m, 8 H), 3.93-4.07 (m, 1 H), 4.1 0-4.28 (m, 
1 H), 6.65-7.03 (m, 3 H), 7.12-7.23 (m, 1 H), 7.32-7.52 (m, 3 H), 7.63-7.85 (m, 5 H) ( 8.12-8.26 (m, 1 H), 9.74-9.94 (m, 
1 H). 

Example 3045 

3*Nitro-Af{cl&-4-(qulnolln-2-ylamino)-cyclohexyl]-benzamide hydrochloride 

Step A: Synthesis of 3-nttro-A^-[c/s-4-(quinolin-2-ylamlno)-cyclohexyl]-benzamide hydrochloride. 

[0601] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 413, M (free) + Na+; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .83-2.30 (m, 8 H), 3.99-4.10 (m, 1 H), 4.13-4.31 (m, 
1 H), 6.97 (d, J= 9.6 Hz, 1 H), 7.24-7.33 (m, 1 H), 7.42-7.51 (m, 1 H), 7.63 (t, J= 7.9 Hz, 1 H), 7.70-7.79 (m, 3 H), 
8.17-8.24 (m, 2 H), 8.30-8.35 (m, 1 H), 8.75-8.77 (m, 1 H), 9.76 (d, J= 7.3 Hz, 1 H). 

Example 3046 

4-Fluoro-3-methyl-W-[c/s-4-(quinolin-2-ylamlno)-cyclohexyl]-benzamide hydrochloride 

Step A: Synthesis of 4-fluoro-3-methyl-W-[c/s-4-(qulnolln-2-ylamino)-cyclohexyl]-benzamlde hydrochloride. 

[0602] To a solution of os-N-quinolin-2-yl-cyclohexane-1 ,4-diamine obtained in step A of example 3033 (250 mg, 
1 .04 mmol) in CHCI 3 (5 mL) were added E^N (0.3 mL, 2.15 mmol) and 4-fluoro-3-methyl-benzoyl chloride (197 mg, 
1.14 mmol). The mixture was stirred at ambient temperature for 12 hr. The reaction was quenched with saturated 
aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was 
dried over MgS0 4 , filtered, concentrated, purified by medium-pressure liquid chromatography (NH-silica gel, 20% to 
50% EtOAc in hexane). To a solution of the above material in EtOAc (2 mL) was added 4 M hydrogen chloride in EtOAc 
(1 0 mL). The mixture was stirred at ambient temperature for 2 hr and concentrated. The residue was suspended in 
EtgO (20 mL) and the suspension was stirred at ambient temperature for 6 hr. The precipitate was collected by filtration, 
washed with Et 2 0, and dried at 80 °C under reduced pressure to give 4-fiuoro-3-methy!-AA[c/5-4-(quinolin-2-ylamino)- 
cyclohexyQ-benzamide hydrochloride (363 mg, 85%) as a white solid. 

ESI MS m/e 400, M (free) + Na + ; 1 H NMR (300 MHz, CDCy 8 1 .82-2.10 (m, 8 H), 2.32 (d, J= 1.9 Hz, 3 H), 3.96-4.07 
(m, 1 H), 4.09^1.27 (m, 1 H), 6.62-6.72 (m, 1 H), 6.96 (d, J= 9.5 Hz, 1 H), 7.04 (t, J= 8.9 Hz, 1 H), 7.40-7.51 (m, 1 H), 
7.61-7.83 (m, 5H) 8.19 (d, J= 9.6 Hz, 1 H), 9.71-9.85 (m, 1 H). 
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Example 3047 

3-Bromo-AHc/s^(qulnoll^ hydrochloride 

Step A: Synthesis of 3.bromo.W-[c/^4.(qulnolln-2-ylamlno)-cyctehexylhbenzamlde hydrochloride. 

[0603] Using the procedure for the step A of example 3046, the title compound was obtained. 
ESI MS m/e 446, M (free) + Na + ; 1 H NMR (300 MHz, CDCIa) 8 1 .81 -2.13 (m, 8 H), 3.96-4.08 (m, 1 H), 4.09-4.27 (m, 
1 H), 6.84 (d, J= 7.8 Hz, 1 H), 6.96 (d, J= 9.6 Hz, 1 H), 7.30 (t, J= 7.9 Hz, 1 H), 7.41-7.50 (m, 1 H), 7.57-7.64 (m, 1 
H), 7.69-7.80 (m, 4 H), 8.01 (t, J = 1 .6 Hz, 1 H), 8.19 (d, J= 9.3 Hz, 1 H), 9.71 (m, 1 H). 

Example 3048 

2K2-Bromo^henoxy)-/\4ste^ hydrochloride 

Step A: Synthesis of 2^2-bromo-phenoxy)-M[c/*4-(qulnol^^ 
hydrochloride. 

[0604] To a solution of 2-bromo-phenol (453 mg, 2.62 mmol) in DMA (4 mL) was added 60% NaH in oil (210 mg, 
5.24 mmol). The mixture was stirred at ambient temperature for 1 hr. To the mixture was added 2-chloro-N-[c/s4-(qui- 
nolin-2-ylamlno)-cyclohexyl]-nicotinamide obtained in step A of example 3037 (1 .00 g, 2.62 mmol) in DMA (2 mL). The 
mixture was stirred at 1 20 °C for 3 hr and the reaction was quenched with water. The aqueous layer was extracted 
with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, and purified by 
medium-pressure liquid chromatography (NH-silica gel, 20% EtOAc in hexane and silica gel, 1 % to 2% MeOH in CHCI 3 ) 
to give a colorless oil. To a solution of the above material in EtOAc (1 0 mL) was added 4 M hydrogen chloride in EtOAc 
(0.2 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated. The residue was suspended in 
EtgO (20 mL) and the suspension was stirred at ambient temperature for 2 hr. The precipitate was collected by filtration, 
washed with EtgO, and dried at 60 °C under reduced pressure to give 2-(2-bromo-phenoxy)-AKc/^4-(quinolin-2-ylami- 
no)-cyclohexyl]-nicotinamide hydrochloride (262 mg, 18%) as a white solid. 

ESI MS m/e 517, M (free) + H + ; 1 H NMR (300 MHz, CDCy 5 1.89-2.17 (m, 8 H), 3.81-3.98 (m, 1 H), 4.14-4.30 (m, 1 
H), 6.92 (d, J= 9.5 Hz, 1 H), 7.11-7.20 (m, 2 H), 7.34-7.47 (m, 3 H), 7.63-7.80 (m, 4 H), 7.92-8.00 (m, 1 H), 8.10-8.20 
(m, 2 H), 8.54 (dd, J= 7.5, 2.0 Hz, 1 H), 9.71-9.88 (m ( 1 H). 

Example 3049 

3^no-J*[c/s^(qulnolln-2-y^ 

Step A: Synthesis of 3-cyano-W-[c/^4-(qulnolln-2-ylamlno>cyclohexyl]-benzamide hydrochloride. 

[0605] Using the procedure for the step A of example 3046, the title compound was obtained. 
ESI MS m/e 393, M (free) + Na+ ; ^H NMR (300 MHz, CDCI3) 8 1 .80-2.17 (m, 8 H), 3.98-4.30 (m, 2 H), 6.97 (d, J= 9.3 
Hz, 1 H), 7.07-7.18 (m, 1 H), 7.42-7.50 (m, 1 H) 7.56 (t, J= 7.8 Hz, 1 H), 7.70-7.80 (m, 4 H), 8.08 (d, J= 7.9 Hz, 1 H), 
8.17-8.25 (m, 2 H), 9.69-9.84 (m, 1 H). 

Example 3050 

/V^c/^4-(Qulnolln-2-ylamlno)-cyclohexyl]-3-trifluoromethyl-benzamlde hydrochloride 

Step A: Synthesis of f^c/^4-(qulnolln-2-ylamlno)-cyclohexyl]-3-trmuoromethyl-ben2amide hydrochloride. 

[0606] Using the procedure for the step A of example 3046, the title compound was obtained. 
ESI MS m/e 436, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI3) 5 1,77-2.13 (m, 8 H), 3.97-4.09 (m, 1 H), 4.12-4.33 (m, 
1 H), 6.92-7.05 (m, 2 H), 7.41-7.50 (m, 1 H), 7.57 (t, J= 7.7 Hz, 1 H), 7.69-7.79 (m, 4 H), 8.02 (d, J= 8.1 Hz, 1 H), 
8.13-8.26 (m, 2 H), 9.72-9.85 (m, 1 H). 
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Example 3051 

W^c/s^^Qulnolln-2-ylamlno)-cyclohexyl]-2-^olyloxy-acctamlde hydrochloride 

5 Step A: Synthesis of /V^c/s^-(qulnolin-2-ylamlno)-cyclohexyf]-2-/Thtotyloxy-acetamide hydrochloride. 

[0607] To a solution of m-tolyloxy-acetlc acid (1 89 mg, 1.14 mmol) and c/s-N-qulnolln-2-yl-cyclohexane-1 ,4-diamine 
obtained In step A of example 3036 (250 mg, 1.04 mmol) in DMF (15 mL) were added Et 3 N (0.35 mL, 2.50 mmol), 
HOBt-H 2 0 (238 mg, 1 .56 mmol), and EDC-HCI (219 g, 1 .14 mmol). The reaction mixture was stirred at ambient tem- 

10 perature for 1 3 hr. To the reaction mixture was added water (30 mL) and the aqueous layer was extracted with CHCi 3 
(three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, and purified by medium- 
pressure liquid chromatography (silica gel, 1 % to 5% MeOH in CHCI3) to give a colorless oil. To a solution of the above 
material in EtOAc (10 mL) was added 4 M hydrogen chloride in EtOAc (0.2 mL). The mixture was stirred at ambient 
temperature for 1 hr and concentrated. The residue was suspended in Et 2 0 (20 mL) and the suspension was stirred 

is at ambient temperature for 2 hr. The precipitate was collected by filtration, washed with E^O, and dried at 60 °C under 
reduced pressure to give AA[c/s^-(quinolin-2-ylamino)-cyclohexyl]-2-/n-tolyloxy-acetamide hydrochloride (140 mg, 
32%) as a white solid. 

ESI MS m/e 412, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 8 1.78-2.06 (m, 8 H), 2.33 (s, 3 H), 3.88-4.12 (m, 2 H), 
4.44 (s, 2 H), 6.72-6.96 (m, 5 H), 7.18 (t, J= 8.0 Hz, 1 H), 7.39-7.47 (m, 1 H), 7.68-7.81 (m. 3 H), 8.17 (d, J= 9.3 Hz, 
20 1 H), 9.72-9.89 (m, 1 H). 

Example 3052 

2,2-Dlphenyl-/V-[c/s-4-(quinolln-2-ylamlno)-cyclohexyl]-acetainlde hydrochloride 

25 

Step A: Synthesis of 2,2-diphenyl-W-[c/s-4-(quinolln-2-ylamlno)-cyclohexyl]-acetamide hydrochloride. 

[0608] Using the procedure for the step A of example 3046, the title compound was obtained. 
ESI MS m/e 458, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI 3 ) 5 1.71-1 .97 (m, 8 H), 3.84-4.10 (m, 2 H), 4.87 (s, 1 H), 
30 6.16-6.25 (m, 1 H), 6.90 (d, J= 9.5 Hz, 1 H), 7.20-7.36 (m, 10 H), 7.39-7.48 (m, 1 H), 7.67-7.79 (m, 3 H), 8.15 (d, J = 
9.2 Hz, 1 H), 9.63-9.77 (m, 1 H). 

Example 3053 

35 5-Bromo-furan-2-carboxyllc acid [c/s-4-(quinolln-2-ylamino)-cyclohexyl)-amide hydrochloride 

Step A: Synthesis of 5-bromo-furan-2-carboxyllc acid [c/s-4-(quinolln-2-ylamlno)-cyclohexyl)-amlde 
hydrochloride. 

40 [0609] Using the procedure for the step A of example 3036, the title compound was obtained. 

ESI MS m/e 436, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 6 1 .84-2.09 (m, 8 H), 3.92-4.18 (m, 2 H), 6.42 (d, J= 3.5 
Hz, 1 H), 6.61 (d, J= 8.6 Hz, 1 H), 6.95 (d, J= 8.2 Hz, 1 H), 7.05 (d, J= 3.5 Hz, 1 H), 7.42-7.48 (m, 1 H), 7.69-7.83 
(m, 3 H), 8.19 (d, J= 9.5 Hz, 1 H), 9.85 (d, J= 8.6 Hz, 1 H). 

45 Example 3054 

2-(4-Fluoro-phenoxy)-AKc/$4-(quinolin-2-ylamino)-cyclohexyl]-nicotlnamide hydrochloride 
Step A: 2-{4-fiuoro-phenoxy)-nicotinlc acid ethyl ester. 

50 

[0610] To a solution of 2-fluoro-phenol (3.02 g, 26.9 mmol) in DMA (20 mL) was added 60% NaH in oil (1 .08 mg, 
26.9 mmol). The mixture was stirred at ambient temperature for 1.5 hr. To the mixture was added 2-chloro-nicotinic 
acid ethyl ester (5.00 g, 26.9 mmol) in DMA (5 mL). The mixture was stirred at 120 °C for 2.hr and the reaction was 
quenched with saturated aqueous NaHC0 3 . The aqueous layer was extracted with CHCI3 (three times). The combined 
55 organic layer was dried over MgS0 4 , filtered, and concentrated. The residue was suspended in 10% E^O in hexane 
(50 mL) and the suspension was stirred at ambient tempereture for 1 hr. The precipitate was collected by filtration, 
washed with hexane, and dried at 70 °C under reduced pressure to give 2-(4-fluoro-phenoxy)-nicotinic acid ethyl ester 
(3.08 g, 44%) as a white solid. 
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ESI MS m/e 284, M + Na + ; 'H NMR (300 MHz, CDCI 3 ) 5 1 .40 (td, J = 7.1, 1.6 Hz, 3 H), 4.41 (qd, J = 7.1 , 1 .6 Hz, 2 H), 
6.99-7.21 (m, 5 H), 8.23-8.29 (m, 2 H). 

Step B: Synthesis of 2-(4-fluoro-phenoxy)-nicotinic acid. 

5 

[061 1 J To a solution of 2-(4-fluoro-phenoxy)-nteotinic acid ethyl ester (3.00 g, 1 1 .5 mmol) In EtOH (90 mL) was added 
2 M aqueous NaOH (6 mL). The mixture was stirred at ambient temperature for 4 hr. To the mixture was added 1 M 
aqueous HCI (pH=3) and concentrated. The residue was dissolved in water and the aqueous layer was extracted with 
CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtered, and concentrated. The residue was 
10 suspended in 10% EtgO in hexane (80 mL) and the suspension was stirred at ambient tempereture for 1 hr. The 
precipitate was collected by filtration, washed with hexane, and dried at 70 °C under reduced pressure to give 
2-(4-fluoro-phenoxy)-nicotinic acid (2.39 g, 89%) as a white solid. 

ESi MS m/e 233, M + ; 1 H NMR (300 MHz, CDCI3) 5 7.05-7.25 (m, 5 H), 8.32 (dd, J= 4.8, 2.0Hz, 1 H), 8.49 (dd, J= 7.6, 
2.0 Hz, 1 H). 

15 

Step C: Synthesis of 2-(4-fluoro-phenoxy)-W-[c/«-4-(qulnolln-2-yIamino)-cyclohexyl]-nlcotlnamlde 
hydrochloride. 

[0612] Using the procedure for the step A of example 3036, the title compound was obtained. 
20 ESI MS m/e 479, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 5 1 .83-2.14 (m, 8H), 3.88-4.01 (m, 1 H), 4.13-4.30 (m, 1 
H), 6.93 (d, J= 9.3 Hz, 1 H), 7.11-7.20 (m, 3 H), 7.25-7.31 (m, 2 H), 7.43 (t, J= 7.9 Hz, 1 H), 7.67-7.81 (m, 3 H), 7.93 
(d, J= 7.2 Hz, 1 H), 8.16 (d, J= 9.2 Hz, 1 H), 8.21 (dd, J= 4.8, 2.0 Hz, 1 H), 8.54 (dd, J= 7.6, 2.0 Hz, 1 H), 9.81-9.94 
(m, 1 H). 

25 Example 3055 

2-(3,4-Dlfluoro-phenoxy)-W-[c/s-4-(qulnolin-2-ylamino)-cyclohexyl]-nicotinamlde hydrochloride 
Step A: Synthesis of 2-(3,4-difluoro-phenoxy)-nlcotinlc acid. 

30 

[0613] To a solution of 3,4-difiuoro-phenoi (3.77 g, 28.9 mmol) in DMA (20 mL) was added 60% NaH in oil (1.16 mg, 
28.9 mmol). The mixture was stirred at ambient temperature for 1 hr. To the mixture was added 2-chloro-nicotinic acid 
ethyl ester (5.36 g, 28.9 mmol) in DMA (5 mL). The mixture was stirred at 120 °C for 2.5 hr and the reaction was 
quenched with saturated aqueous NaHC0 3 . The aqueous layer was extracted with CHCI3 (three times). The combined 

35 organic layer was dried over MgS0 4l filtered, and concentrated. The residue was suspended in 10% EtgO in hexane 
(150 mL) and the suspension was stirred at ambient tempereture for 1 hr. The precipitate was filtered, washed with 
hexane, and dried at 70 °C under reduced pressure to give a white solid. To a solution of the above material in EtOH 
(150 mL) was added 2 M aqueous NaOH (15.2 mL). The mixture was stirred at ambient temperature for 12 hr. To the 
mixture was added I M aqueous HCI (46 mL, pH=3) and concentrated. The residue was dissolved in water and the 

40 aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtered, 
and concentrated. The residue was suspended in 10% EtgO in hexane (150 mL) and the suspension was stirred at 
ambient tempereture for 30 min. The precipitate was collected by filtration, washed with hexane, and dried at 70 °C 
under reduced pressure to give 2-(3,4-dif luoro-phenoxy)-nicotinic acid (4.85 g, 67) as a white solid. 
ESi MS m/e 251 , M+ ; 'H NMR (300 MHz, CDCI 3 ) 5 6.90-7.30 (m, 4 H), 8.30-8.35 (m, 1 H), 8.46-8.52 (m, 1 H). 

45 

Step B: Synthesis of 2-(3,4-dlfluoro-phenoxy)-W-[c/s-4-(qulnolln-2-ylamlno)-cyclohexyl]-nicotlnamlde 
hydrochloride 

[0614] Using the procedure for the step A of example 3036, the title compound was obtained. 
so ESI MS m/e 475, M (free) + H+; 1 H NMR (300 MHz, CDCI3) 5 1 .85-2.13 (m, 8 H), 3.91-4.03 (m, 1 H), 4.13-4.29 (m, 1 
H), 6.94 (d, J= 9.6 Hz, 1 H), 7.11-7.34 (m, 4 H), 7.40-7.47 (m, 1 H), 7.67-7.85 (m, 4 H), 8.17 (d, J= 9.5 Hz, 1 H), 8.22 
(dd, J= 4.8, 2.0 Hz, 1 H), 8.53 (dd, J= 7.6, 2.0 Hz, 1 H), 9.84-9.98 (m, 1 H). 
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Example 3056 

N-{cl9-4'(Qu Inoll n-2-y lamino)-cyclohexy l]-2-p-to ly loxy-nlcotl namlde hydrochloride 
Step A: Synthesis of 2-p-tolyloxy-nlcotlnlc acid. 

[0615] Using the procedure for the step A of example 3055, the title compound was obtained. 

ESI MS m/e 229, M + ; 1 H NMR (300 MHz, CDCI3) 8 2.40 (s, 3 H) 7.05-7.31 (m, 5 H), 8.30-8.35 (m, 1 H), 8.52-8.57 (m, 

1H). 

Step B: Synthesis of N-{c/s-4-(qulnolln-2-ylamlno)-cyclohexyl]-2-p"tolyloxy-nlcotlnamlde hydrochloride. 

[0616] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 475, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI 3 ) 5 1 .86-2.13 (m, 8 H), 2.36 (s, 3 H), 3.86-3.98 (m, 1 H), 
4.11-4.29 (m, 1 H), 6.86-7.00 (m, 1 H), 7.07-7.31 (m, 5 H), 7.43 (t, J= 7.6 Hz, 1 H), 7.64-7.82 (m, 3 H), 7.92-8.28 (m, 
3 H), 8.53 (d, J= 7.0 Hz, 1 H), 9.74-9.87 (m, 1 H). 

Example 3057 

2-(4-Chloro-phenoxy)-Nic/s-4-(quinolln-2-ylamlno)-cyclohexyl]-nlcotlnamlde hydrochloride 
Step A: Synthesis of 2-(4-chloro-phenoxy)-nicotinlc acid. 

[0617] Using the procedure for the step A of example 3055, the title compound was obtained. 

ESI MS m/e 250, M + H+ ; 1 H NMR (300 MHz, CDCI 3 ) 6 7.10-7.21 (m, 3 H), 7.36-7.45 (m, 2 H), 8.30-8.36 (m, 1 H), 

8.45-8.51 (m, 1 H). 

Step B: Synthesis of 2-(4-chloro-phenoxy)-AKc/8-4-(qulnolin-2-yiamlno)<yclohexyl]-nicotlnamlde 
hydrochloride. 

[061 8] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 473, M + H* ; 1 H NMR (300 MHz, CDCI 3 ) 5 1 .83-2.13 (m, 8 H), 3.87-4.04 (m, 1 H), 4.10-4.33 (m, 1 H), 
6.87-7.01 (m, 1 H), 7.10-7.35 (m, 3 H), 7.38-7.50 (m, 3 H), 7.65-7.93 (m, 4 H), 8.10-8.26 (m, 2 H), 8.53 (d, J= 6.4 Hz, 
1 H), 9.78-9.97 (m, 1 H). 

Example 3058 

2-(4-Bromo-phenoxy)-W-[c/s-4-(qulnolin-2-ylamino)-cyclohexyl]-nlcotlnamide hydrochloride 
Step A: 2-{4-bromo-phenoxy)-nlcotinlc acid 

[0619] Using the procedure for the step A of example 3055, the title compound was obtained. 

ESI MS m/e 294, M + H + ; 1 H NMR (300 MHz, CDCI 3 ) 8 7.05-7.12 (m, 2 H), 7.18 (dd, J= 7.6, 4.8 Hz, 1 H), 7.52-7.62 

(m, 2 H), 8.31-8.35 (m, 1 H), 8.48 (dd, J= 7.6, 2.0 Hz, 1 H). 

Step B: Synthesis of 2-(4-bromo-phenoxy)-W-[c/s-4-(qulnolln-2-ylamlno)-cyclohexyl]-nlcotlnamlde 
hydrochloride 

[0620] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 517, M (free) + H+; 1 H NMR (300 MHz, CDCI3) 5 1 .80-2.11 (m, 8 H), 3.87-4.02 (m, 1 H), 4.12-4.30 (m, 1 
H), 6.86-7.01 (m, 1 H), 7.09-7.29 (m, 3 H), 7.38-7.48 (m, 1 H), 7.51-7.62 (m, 2 H), 7.64-7.93 (m, 4 H), 8.11-8.25 (m, 2 
H), 8.53 (d, J= 7.6 Hz, 1 H), 9.78-9.96 (m, 1 H). 
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Example 3059 

2^4-Methoxy-phenoxy)-^[cte^gulnolln^^ hydrochloride 
Step A: Synthesis of 2-{4-methoxy-phenoxy)-nlcotinic acid. 

[0621] Using the procedure for the step A of example 3055, the title compound was obtained. 

ESI MS m/e 245, M + ; 1 H NMR (300 MHz, CDCfe) 8 6.94-7.01 (m, 2 H), 7.09-7.20 (m, 3 H), 8.31 -8.35 (m, 1 H), 8.50-8.55 

(m, 1 H). 

Step B: Synthesis of 2-(4-methoxy-phenoxy)-W-[c/s-4-(qulnolln-2-ylamlno>-cyclohexyl]-nicotlnamlde 
hydrochloride. 

[0622] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 491 , M (free) + Na+; 1 H NMR (300 MHz, CDCI3) 8 1.85-2.12 (m, 8 H), 3.81 (brs, 3 H), 3.86-3.99 (m, 1 H), 
4.12-4.30 (m, 1 H), 6.84-7.29 (m, 6 H), 7.37-7,49 (m, 1 H), 7.64-7.82 (m, 3 H), 7.96-8.28 (m, 3 H), 8.48-8.60 (m, 1 H), 
9.71-9.86 (m, 1 H). 

Example 3060 

2-(3-Chloro-4-fluoro-phenoxy)-A^[c/s-4-(qulnolin-2-ylamino)-cyclohexyl]»nlcotinamlde hydrochloride 

Step A: Synthesis of 2-{3-chloro-4-fluoro-phenoxy)-nlcotlnlc acid. 

[0623] Using the procedure for the step A of example 3055, the title compound was obtained. 

ESI MS m/e 268, M + H + ; 1 H NMR (200 MHz, CDCI 3 ) 8 7.03-7.32 (m, 4 H), 8.29-8.37 (m, 1 H), 8.44-8.53 (m, 1 H). 

Step B: Synthesis of 2-(3^hloro^fluoro-phenoxy)-A*[cte^(qulnolta^ 
hydrochloride. 

[0624] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 491 , M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1.83-2.10 (m, 8 H), 3.88-4.04 (m, 1 H), 4.11-4.27 (m, 1 
H), 6.92 (d, J= 9.6 Hz, 1 H) 7.16 (dd, J= 7.6, 4.8 Hz, 1 H), 7.21-7.46 (m, 4 H), 7.67-7.81 (m, 4 H), 8.15 (d, J= 9.5 Hz, 
1 H), 8.20 (dd, J= 4.8, 2.0 Hz, 1 H), 8.52 (dd, J= 7.6, 2.0 Hz, 1 H), 9.83-9.95 (m, 1 H). 

Example 3061 

^c/^4-(Qulnolln-2-ylamlno)-cyclohexyl]-2-m»toiyloxy-nlcotlnamide hydrochloride 
Step A: Synthesis of 2-m-toiyloxy-nicotinic acid 

[0625] Using the procedure for the step A of example 3055, the title compound was obtained. 

ESI MS m/e 229, M + ; 1 H NMR (200 MHz, CDCI3) 8 2.40 (s, 3 H), 6.95-7.41 (m, 5 H), 8.33 (dd, J= 4.8, 1 .8 Hz, 1 H), 

8.54 (dd, J=7.7, 1.9 Hz, 1 H). 

Step B: Synthesis of ^c/s-4-(qulnolln-2-ylamlno)-cyclohexyl]-2-/7vtolyloxy-nlcotlnamlde hydrochloride. 

[0626] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 475, M + Na + ; 1 H NMR (300 MHz, C0CI 3 ) 8 1 .87-2.07 (m, 8 H), 2.40 (s, 3 H), 3.85-3.98 (m, 1 H), 4.1 0-4.25 
(m, 1 H), 6.88-6.99 (m, 1 H), 7.01-7.18 (m, 4 H), 7.33 (t, J= 7.8 Hz, 1 H), 7.42 (t, J= 7.5 Hz, 1 H), 7.66-7.81 (m, 3 H), 
7.93-8.03 (m, 1 H), 8.12-8.20 (m, 1 H), 8.23 (dd, J= 4.7, 1 .9 Hz, 1 H), 8.52 (dd, J= 7.5, 1 .9 Hz, 1 H), 9.71-9.83 (m, 1 H). 
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Example 3062 

2^3-Methoxy-phenoxy)-^[c/s-4-(quinolln-2-ylamino)^clohexylJ-acetamide hydrochloride 
Step A: Synthesis of (3-methoxy-phenoxy)-acetic acid ethyl eater. 

[0627] To a solution of 3-methoxy-phenol (3.54 g, 28.5 mmol) in DMA (20 mL) was added 60% NaH in oil (1.14 g, 
28.5 mmol). The mixture was stirred at ambient temperature for 1 .5 hr. To the mixture was added bromo-acetic acid 
ethyl esterr (4.53 g, 28.5 mmol) in DMA (10 mL). The mixture was stirred at ambient temperature for 1.5 hr and the 
reaction was quenched with saturated aqueous NaHC0 3 . The aqueous layer was extracted with CHCI 3 (three times). 
The combined organic layer was dried over MgS0 4 , filtered, concentrated, and purified by medium-pressure liquid 
chromatography (silica gel, 20% EtOAc in hexane) to give (3-methoxy-phenoxy)-acetic acid ethyl ester (5.19 g, 91 %) 
as a colorless oil. 

ESI MS m/e 233, M + Na + ; 1 H NMR (300 MHz, CDCI3) 5 1 .30 (t, J= 7.1 Hz, 3 H), 3.79 (s, 3 H), 4.27 (q, J= 7.1 Hz, 2 
H), 4.60 (s, 2 H), 6.44-6.61 (m, 3 H), 7.15-7.23 (m, 1 H). 

Step B: Synthesis of (3-methoxy-phenoxy)-acetlc acid. 

[0628] To a solution of (3-methoxy-phenoxy)-acetic acid ethyl ester (5.06 g, 24. 1 mmol) in EtOH (1 00 mL) was added 
1 M aqueous NaOH (25.3 mL). The mixture was stirred at ambient temperature for 1 hr. To the mixture was added 1 
M aqueous HCI (pH=3) and concentrated. The residue was dissolved in water and the aqueous layer was extracted 
with CHCI3 (three times). The combined organ ic layer was dried over M gS0 4 , filtered, and concentrated to give (3-meth- 
oxy-phenoxy)-acetic acid (4.05 g, 92%) as a white solid. 

ESI MS m/e 182, M + ; 1 H NMR (300 MHz, DMSO-d 6 ) 53.73 (s, 3 H), 4.65 (s, 2 H), 6.45-6.57 (m, 3 H), 7.13-7.23 (m, 
1 H), 12.97 (brs, 1 H). 

Step C: Synthesis of 2-(3-methoxy-phenoxy)-M[c/s-4-(qulnoUn-2-ylamino)-cyclohexyl}-acetamide 
hydrochloride. 

[0629] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 406, M (free) + H + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .79-2.05 (m, 8 H), 3.82 (s, 3 H), 3.90-4.11 (m, 2 H), 
4.46 (s, 2 H), 6.52-6.61 (m, 3 H), 6.80-6.87 (m, 1 H), 8.93 (d, J= 9.5 Hz, 1 H), 7.16-7.24 (m, 1 H), 7.41-7.48 (m, 1 H), 
7.69-7.82 (m, 3 H), 8.17 (d, J= 9.5 Hz, 1 H) 9.78-9.88 (m, 1 H). 

Example 3063 

2-{3-Chloro-phenoxy)-AA[c/s-4-(quinolln-2-ylamlno)-cyclohexyl>acetamlde hydrochloride 
Step A: Synthesis of (3-chloro-phenoxy)-acetlc acid ethyl ester. 

[0630] Using the procedure for the step A of example 3062, the title compound was obtained. 

ESI MS m/e 237, M + Na+; ^H NMR (300 MHz, CDCI3) 5 1 .30 (t, J= 7.2 Hz, 3 H), 4.28 (q, J= 7.2 Hz, 2 H), 4.60 (s, 2 

H), 6.73-7.02 (m, 3 H), 7.14-7.30 (m, 1 H). 

Step B: Synthesis of (3-chloro-phenoxy)-acetlc acid. 

[0631] Using the procedure for the step B of example 3062, the title compound was obtained. 

ESI MS m/e 187, M + H + ; 1 H NMR (300 MHz, CDCI 3 ) 54.73 (d, J= 1.2 Hz, 2 H), 6.87-6.94 (m, 1 H), 6.98-7.05 (m, 2 

H), 7.27-7.35 (m, 1 H), 13.07 (s, 1 H). 

Step C: Synthesis of 2-(3-chloro-phenoxy)- M[c/s-4-(q uinolln-2-y lamino)-cyclohexyl]-acetamide hydrochloride. 

[0632] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 410, M (free) + H+; ^H NMR (300 MHz, CDCI3) S 1.78-2.07 (m, 8 H), 3.90-4.14 (m, 2 H), 4.45 (s, 2 H) 
6.74-6.84 (m, 1 H), 6.86-7.03 (m, 4 H), 7.20-7.29 (m, 1 H), 7.40-7.49 (m, 1 H), 7.69-7.82 (m, 3 H), 8.18 (d, J= 9.3 Hz, 
1 H), 9.79-9.93 (m, 1 H). 
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Example 3064 

2-(3-Chloro^-fluoro-phenoxy)-^[cte^ hydrochloride 

Step A: Synthesis of (3-chloro-4-fluoro-phenoxy)-acetlc acid ethyl ester. 

[0633] Using the procedure for the step A of example 3062, the title compound was obtained. 

ESI MS m/e 233, M + H+ ; 1 H NMR (300 MHz, CDCI3) 8 1.30 (t ( J= 7.1 Hz, 3 H), 4.28 (q, J= 7.1 Hz, 2 H), 4.58 (s, 2 

H), 6.75-6.82 (m, 1 H), 6.95 (dd, J= 5.9, 3.1 Hz, 1 H), 7.01-7.11 (m, 1 H). 

Step B: Synthesis of (3-chloro-4-fluoro-phenoxy)-acetic acid. 

[0634] Using the procedure for the step B of example 3062, the title compound was obtained. 

ESI MS m/e 205, M + H + ; 1 H NMR (300 MHz, DMSO-de) 5 4.72 (s, 2 H), 6.92-6.97 (m, 1 H), 7.17 (dd, J= 6.1, 3.1 Hz, 

1 H), 7.34 (t, J= 9.1 Hz, 1 H), 13.08 (brs, 1 H). 

Step C: Synthesis of 2^3^hloro^fluoro-phenoxy)-M[c/9^(quinolin-2-ylamino>^clohexyl]-acetamide 
hydrochloride. 

[0635] Using the procedure for the step A of example 3036, the title compound was obtained. 

ESI MS m/e 450, M (free) + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1.76-2.08 (m, 8 H), 3.91-4.13 (m, 2 H), 4.42 (s, 2 H), 

6.73-6.97 (m, 3 H), 7.00-7.1 4 (m, 2 H), 7.41 -7.49 (m, 1 H) t 7.70-7.80 (m, 3 H), 8.1 8 (d, J= 9.5 Hz, 1 H), 9.79-9.90 (m, 1 H). 

Example 3065 

2-(3,4-Dlchloro-phenoxy)-W-[c/s4-(quinolin-2-ylamlno)-cyc!ohexyl]-acetamlde hydrochloride 

Step A: Synthesis of (3,4-dlchloro-phenoxy)-acetlc acid ethyl ester. 

[0636] Using the procedure for the step A of example 3062, the title compound was obtained. 

CI MS m/e 249, M+ ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .30 (t, J= 7.1 Hz, 3 H), 4.28 (q, J= 7.1 Hz, 2 H), 4.59 (s, 2 H), 6.78 

(dd, J= 9.0, 2.9 Hz, 1 H), 7.01 (d, J= 2.8 Hz, 1 H), 7.34 (d, J= 9.1 Hz, 1 H). 

Step B: Synthesis of (3,4-dichloro-phenoxy)-acetic acid. 

[0637] Using the procedure for the step B of example 3062, the title compound was obtained. 

ESI MS m/e 221, M + H + ; 1 H NMR (300 MHz, DMSO-de) 8 4.76 (s, 2 H), 6.96 (dd, J= 8.9, 2.9 Hz, 1 H), 7.24 (d, J = 

2.9 Hz, 1 H), 7.53 (d, J= 8.9 Hz, 1 H), 13.12 (brs, 1 H). 

Step C: Synthesis of 2-(3,4^lch!oro-phenoxy)-A^[c/s-4-(quinolln-2-ylamino)-cyclohexyl]-acetamtde 
hydrochloride. 

[0638] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 466, M (free) + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1.75-2.07 (m, 8 H), 3.92-4.13 (m, 2 H), 4.44 (s, 2 H), 
6.78 (d, J = 8.1 Hz, 1 H), 6.86-6.97 (m, 2 H), 7.10 (d, J = 2.9 Hz, 1 H), 7.37 (d, J= 8.9 Hz, 1 H), 7.41-7.49 (m, 1 H), 
7.67-7.82 (m, 3 H), 8.18 (d, J= 9.5 Hz, 1 H), 9.80-9.90 (m t 1 H). 

Example 3066 

C-{Methyl-phenyl-amino)-W-[cte-4-(quinolin-2-ylamlno)-cyclohexyl]-acetamlde dihydrochlorlde 
Step A: Synthesis of (methyl-phenyl-amino>-acetic acid ethyl ester. 

[0639] To a solution of bromo-acetic acid ethyl ester (5.00 g, 29.9 mmol) in I PA (1 0 mL) were added APr 2 NEt (4.06 
g, 31 .4 mmol) and methyl-phenyl-amine (3.37 g, 31 .4 mmol). The mixture was stirred at reflux for 2.5 hr and the reaction 
was quenched with saturated aqueous NaHC0 3 . The aqueous layer was extracted with CHCI 3 (three times). The 
combined organic layer was dried over MgS0 4 , filtered, concentrated, and purified by medium-pressure liquid chro- 
matography (silica gel, 20% EtOAc in hexane) to give (methyl-phenyl-amino)-acetic acid ethyl ester (5.61 g, 97%) as 
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a yellow oil. 

ESI MS m/e 216, M + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 6 1 .24 (t, J= 7.1 Hz, 3 H), 3.07 (s, 3 H), 4.05 (s, 2 H), 4.1 7 (q, 
J= 7.1 Hz, 2 H), 6.63-6.79 (m, 3 H), 7.18-7.29 (m, 2 H). 

5 Step B: Synthesis of (methyt-phenyl-em!no)-acetlc acid. 

[0640] To a solution of (methyl-phenyl-amino)-acetic acid ethyl ester (5.48 g, 28.4 mmol) in EtOH (100 mL) was 
added 1 M aqueous NaOH (29.8 mL). The mixture was stirred at ambient temperature for 1 .5 hr. To the mixture was 
added 1 M aqueous HCI (pH=3) and concentrated. The residue was dissolved in water and the aqueous layer was 
w extracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, and 
purified by medium-pressure liquid chromatography (silica gel, 20% EtOAc in hexane) to give (methyl-phenyl-amino)- 
acetic acid (1 .73 g, 37%) as a yellow oil. 

ESI MS m/e 165, M + ; 1 H NMR (300 MHz, CDCI 3 ) 8 3.05 (s, 3 H), 4.07 (s, 2 H), 6.65-6.85 (m, 3 H), 7.18-7.30 (m, 2 H), 
8.62 (brs, 1 H). 

15 

Step C: Synthesis of CKmethyl-phenyl-amino>-A/-[cte-4-(quInolln-2-ylamlno)-cyclohexyn-acetamlde 
dlhydrochlorlde. 

[0641] Using the procedure for the step A of example 3036, the title compound was obtained. 
20 ESI MS m/e 411 , M (free) + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 5 1 .73-1 .99 (m, 8 H), 3.05-3.16 (m, 3 H), 3.79-4.02 (m, 
4 H), 6.82-7.00 (m, 4 H), 7.06-7.49 (m, 5 H), 7.65-7.80 (m, 3 H), 8.15 (d, J= 9.9 Hz, 1 H), 9.57-9.68 (m, 1 H). 

Example 3067 

25 2-(3,4-Dlchloro-phenylamino)-/^[c/^ 

Step A: Synthesis of (3,4-dlchloro-phenylamino)-acetlc acid ethyl ester. 

[0642] Using the procedure for the step A of example 3066, the title compound was obtained. 
30 CI MS m/e 248, M + H+; ^H NMR (300 MHz, CDCI 3 ) 5 1.31 (t, J= 7.1 Hz, 3 H), 3.85 (d, J= 5.4 Hz, 2 H), 4.26 (q, J = 
7.1 Hz, 2 H), 4.33-4.42 (m, 1 H), 6.45 (dd, J= 8.7, 2.8 Hz, 1 H), 6.66 (d, J= 2.8 Hz, 1 H), 7.21 (d, J= 8.7 Hz, 1 H). 

Step B: Synthesis of (3,4-dichloro-phenylamino)-acetlc acid. 

35 [0643] Using the procedure for the step B of example 3054, the title compound was obtained. 

ESI MS m/e 220, M + H + ; 1 H NMR (300 MHz, CDCI 3 ) 8 3.84 (s, 2 H), 6.37 (brs, 1 H), 6.57 (dd, J= 8.8, 2.7 Hz, 1 H), 
6.76 (d, J= 2.6 Hz, 1 H), 7.26 (d, J= 8.8 Hz, 1 H), 12.67 (brs, 1 H). 

Step C: Synthesis of 2-(3,4-dlchloro-phenylamino)-N-[c/s-4-(qulnolin-2-ylamlno)-cyclohexyl]-acetamlde 
40 dlhydrochloride 

[0644] Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 465, M (free) + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 6 1 .72-2.05 (m, 8 H), 3.80 (s, 2 H), 3.87-4.10 (m, 2 H), 
6.48-6.57 (m, 1 H), 6.73 (brs, 1 H), 6.86-7.05 (m, 2 H), 7.18 (d, J= 8.7 Hz, 1 H), 7.39-7.50 (m, 1 H), 7.66-7.80 (m, 3 
45 H), 8.11-8.24 (m, 1 H), 9.55-9.68 (m, 1 H). 

Example 3068 

3,4-Dlfluoro-W-[c/s-4-(quinolin-2-ylamlno)-cyclohexylmethyl]-benzamlde hydrochloride 

50 

Step A: Synthesis of (c/s-4-hydroxymethyl-cyclohexyl)-carbamic acid fert-butyl ester. 

[0645] A suspension of c/s-4-amino-cyclohexanecarboxylic acid (244 g, 1 .70 mol) in MeOH (2.45 L) was cooled to- 
8 °C. Thionyl chloride (45.0 mL, 617 mmol) was added dropwise. The resulting solution was stirred at ambient tem- 
55 perature for 4.5 hr and concentrated to give a white solid. To a suspension of the above solid in CHCI 3 (3.00 L) were 
added triethyiamine (261 mL, 1 .87 mol) and (Boc) 2 0 (409 g, 1 .87 mol) successively. The reaction mixture was stirred 
at ambient temperature for 5 hr and poured into water. The aqueous layer was extracted with CHCI 3 (three times). The 
combined organic layer was dried over MgS0 4 , filtrated, concentrated, and purified by flash chromatography (silica 
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gel, CHCI3 only to 10% MeOH In CHCI 3 ) to give a colorless oil (531 g). To a suspension cooled at -4 °C of lithium 
aluminum hydride (78.3 g, 2.06 mol) in Et 2 0 (7.9 L) was added a solution of the above oil (530.9 g) in Et 2 0 (5.3 L) 
below 0°C. The resulting suspension was stirred at ambient temperature for 2 hr. The reaction mixture was cooled on 
an ice-bath, quenched with cold water, and filtrated through a pad of celite. The filtrate was dried over MgS0 4 , filtrated, 
5 and concentrated. The precipitate was suspended in hexane (300 mL), filtrated, washed with hexane, and dried under 
reduced pressure to give (as-4-hydroxymethyl-cydohexyl)-carbamic acid tert-butyl ester (301 g, 77%) as a white solid. 
ESI MS m/e 252, M + Na+ ; 1 H NMR (300 MHz, CDCI3) 8 1.16-1.36 (m, 2 H), 1.45 (s, 9 H), 1.52-1.77 (m, 7 H), 3.51 
(d, J= 6.2 Hz, 2 H), 3.75 (brs, 1 H), 4.30-4.82 (m, 1 H). 

10 Step B: Synthesis of [c/s>4-(benzyloxycarbonylamino-methyl)-cyclohexyl]-carbamic acid tert-butyl ester. 

[0646] To a solution of (c/9-4-hydroxymethyl-cyclohexyl)-carbamic acid terf-butyl ester (17.7 g, 77.2 mmol) in THF 
(245 mL) were added triphenylphosphine (20.2 g, 77.0 mmol) and phthalimide (11 .4 g, 77.5 mmol) successively. The 
resulting suspension was cooled on an ice-bath and 40% diethyl azodicarboxylate (DEAD) in toluene (33.6 mL, 74.1 

15 mmol) was added over 1 hr. The reaction mixture was stirred at ambient temperature for 2.5 days, concentrated, and 
purified by flash chromatography (silica gel, 33% EtOAc in hexane) to give a white solid. To a suspension of the above 
solid (27.5 g) in EtOH (275 mL) was added hydrazine hydrate (5.76 g, 115 mmol). The mixture was stirred at reflux for 
2.25 hr, cooled, and concentrated. The precipitate was dissolved in 1 0% aqueous sodium hydroxide (350 mL). The 
aqueous layer was extracted with CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtrated, 

20 and concentrated. To a solution of the above residue in CHCI3 (275 mL) was added triethylamine (8.54 g, 84.4 mmol). 
The resulting solution was cooled to 0 °C and ZCI (14.4 g, 84.4 mmol) was added below 5 °C. The reaction mixture 
was stirred at ambient temperature for 16 hr and poured into saturated aqueous NaHC0 3 . The aqueous layer was 
extracted with CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtrated, concentrated, and 
purified by flash chromatography (silica gel, 2% MeOH in CHCI3) to give [c/9-4-(benzyloxycarbonylamino-methyl)- 

25 cyclohexyl]-carbamb acid fe/t-butyl ester (25.3 g, 91 %) as a colorless oil. 

ESI MS m/e 385, M + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 5 1 .13-1 .31 (m; 2 H), 1 .44 (s, 9 H), 1 .48-1 .75 (m, 7 H), 3.10 (t, 
J= 6.4 Hz, 2 H), 3.72 (brs, 1 H), 4.42-4.76 (m, 1 H), 4.76-4.92 (m, 1 H), 5.09 (s, 2 H), 7.27-7.38 (m, 5 H). 

Step C: Synthesis of (c/s-4-amlno-cyclohexylmethyl)-carbamic acid benzyl ester. 

30 

[0647] To a solution of [c/s-4-(benzyloxycarbonylamino-methyl)-cyclohexyl]-carbamic acid fe/T-butyl ester (12.9 g, 
35.6 mmol) in EtOAc (129 mL) was added 4 M hydrogen chloride in EtOAc (129 mL). The reaction mixture was stirred 
at ambient temperature for 3 hr, filtrated, washed with EtOAc, and dried under reduced pressure. The solid was dis- 
solved in saturated aqueous NaHCO s . The aqueous layer was extracted with CHCI 3 (five times). The combined organic 
35 layer was dried over MgS0 4 , filtrated, concentrated, and dried under reduced pressure to give (c/s-4-amino-cyclohex- 
ylmethyl)-carbamic acid benzyl ester (8.88 g, 95%) as a colorless oil. 

ESI MS m/e 263, M + H + ; 1 H NMR (300 MHz, CDCI3) 5 1.36-1.98 (m, 9 H), 2.96-3.32 (m, 3 H), 5.12 (brs, 3 H), 7.36 
(s, 5 H). 

40 Step D: Synthesis of (c/s-4-aminomethyl-cyclohexyl)-quinolln-2-yl-amine. 

[0648] A mixture of 2-chloro-quinoline (10.0 g, 61 .1 mmol) and (c«-4-amino-cyclohexylmethyl)-carbamic acid benzyl 
ester (17.6 g, 67.2 mmol) in butanol (10 mL) was stirred at reflux for 2 days. The reaction mixture was poured into 
saturated aqueous NaHC0 3 , and the aqueous layer was extracted with CHCI 3 (three times). The combined organic 

4£ layer was dried over MgS0 4l filtrated, concentrated, and purified by flash chromatography (NH-silica, 33% to 50% 
EtOAc In hexane) to give a pale yellow oil. To a solution of the above oil in MeOH (1 00 mL) was added 1 0% Pd/C (1 .00 
g). The mixture was stirred at ambient temperature under hydrogen atmosphere for 1.5 days. The reaction mixture 
was filtrated through a pad of celite, concentrated, and purified by medium-pressure liquid chromatography (NH-silica 
gel, 2% MeOH in CHCI 3 ) to give (c/s-4-aminomethyl-cyciohexyl)-quinolin-2-yl-amine (6.20 g, 40%) as a pale yellow 

so solid. 

ESI MS m/e 256, M + H +1 H NMR (300 MHz, CDCI 3 ) 51.12-1 .51 (m, 4 H), 1 .59-1 .93 (m, 5 H), 2.60 (d, J= 6.2 Hz, 2 
H), 4.08-4.20 (m, 1 H), 4.94 (d, J= 7.4 Hz, 1 H), 6.65 (d, J= 9.0 Hz, 1 H), 7.18 (ddd, J= 7.9, 6.8, 1 .1 Hz, 1 H) 7.47-7.59 
(m, 2 H), 7.61-7.67 (m, 1 H) 7.81 (d, J= 8.9 Hz, 1 H). 

55 Step E: Synthesis of 3,4-dlf luoro-N-[c/fi»4-(qulnolln-2-ylamino)-cyclohexylmethyl]-benzamlde hydrochloride. 

[0649] To a solution of c/s-(4-an-amino methyl-cyclohexyO-quinolin-2-yl-amine (300 mg, 1.17 mmol) and 3,4-dif luoro- 
benzoic acid (223 mg, 1.41 mmol) in DMF (3 mL) were added Et 3 N (0.40 mL, 2.87 mmol), HOBt-H 2 0 (270 mg, 1.76 
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mmol), and EDC-HCI (270 mg, 1 .41 mmol). The reaction mixture was stirred at ambient temperature for 16 hr. To the 
reaction mixture was added water (20 mL) and the aqueous layer was extracted with CHCI3 (three times). The combined 
organic layer was dried over MgS0 4> filtered, concentrated, and purified by medium-pressure liquid chromatography 
(NH-silica gel, 20% to 50% EtOAc in hexane). To a solution of the above material in EtOAc (2 mL) was added 4 M 
5 hydrogen chloride in EtOAc (10 mL). The mixture was stirred at ambient temperature for 2 hr, filtered, washed with 
EtgO, and dried at 80 °C under reduced pressure to give 3,4-difluoro*A/-[c/s-4-(quinolin-2-ylamino)-cyclohexylmethyl]- 
benzamide hydrochloride (390 mg, 77%) as a white solid. 

ESI MS m/e 418, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 8 1 .65-2.08 (m, 9 H), 3.48-3.56 (m, 2 H), 3.98-4.09 (m, 
1 H), 6.92-7.07 (m, 2 H), 7.18-7.29 (m, 1 H), 7.39-7.47 (m, 1 H), 7.67-7.76 (m, 3 H), 7.81-7.93 (m, 2 H), 8.15 (d, J = 
10 9.6 Hz, 1 H), 9.86-9.95 (m t 1 H). 

Example 3069 

2-Phenoxy-N-[c/«-4-(qulnolln-2-ylamlno)-cyclohexylmethyl}-nicotlnamide hydrochloride 

15 

Step A: Synthesis of 2-phenoxy-M[c/s-4-(qulnolln-2-ylamlno)-cyclohexylmethyl]-nicotlnamlde hydrochloride. 

[0650] Using the procedure for the step E of example 3068, the title compound was obtained. 
ESI MS m/e 475, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 5 1 .54-2.02 (m, 9 H), 3.42-3.52 (m, 2 H), 3.91-4.05 (m, 
20 1 H), 6,91 (d, J= 9.5 Hz, 1 H), 7.10-7.20 (m, 3 H), 7.23-7.31 (m, 1 H), 7.38-7.50 (m, 3 H), 7.65-7.82 (m, 3 H), 8.06-8.17 
(m, 2 H), 8.20 (dd, J= 4.7, 2.0 Hz, 1 H) 8.60 (dd, J= 7.7,1 .9 Hz, 1 H), 9.65-9.78 (m, 1 H). 

Example 3070 

25 M-(c/s-4-(4-Methyl-quinolln-2-ylamlno)-cyclohexyl]-2-phenoxy-nicotlnamlde hydrochloride 
Step A: Synthesis of W-<c/s-4-methyl-qulnolln-2-yl)-cyclohexane-1 ,4-dlamlne. 

[0651] A mixture of 2-Chloro-4-methyl-quinoline (10.0 g, 56.3 mmol) and (c/s-4-amino-cyclohexyl)-carbamic acid 
30 tert-butyl ester obtained in step B of example 3031 (1 3.3 g, 62.1 mmol) in IPA (1 0 mL) was stirred at reflux for 7 days. 
The reaction mixture was poured into saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 
(three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, and purified by medium- 
pressure liquid chromatography (NH-silica gel, 20% to 50% EtOAc in hexane) to give a pale yellow oil. To a solution 
of the above material in EtOAc (150 mL) was added 4 M hydrogen chloride in EtOAc (150 mL). The mixture was stirred 
35 at ambient temperature for 1 hr and concentrated. The residue was dissolved in 1 M aqueous NaOH and the aqueous 
layer was extracted with CHCI 3 (three time). The combined organic layer was dried over MgS0 4 , filtered, and purified 
by medium-pressure liquid chromatography (NH-silica gel, 1% to 5% MeOH in CHCI3) to give A/-(c/s-4-methyl-quinolin- 
2-yl)-cyclohexane-1 ,4-diamlne (3.41 g, 24%) as pale yellow solid. 

ESI MS m/e 256, M + H+ ; 1 H NMR (300 MHz, CDCI3) 8 1 .19-1 .55 (m, 4 H), 1 .67-1 .94 (m, 4 H), 2.56 (s, 3 H), 2.85-2.98 
40 (m, 1 H), 4.03-4.15 (m, 1 H), 4.77 (d, J= 6.8 Hz, 1 H), 6.49 (s, 1 H), 7.17-7.25 (m, 1 H), 7.47-7.55 (m, 1 H), 7.62-7.68 
(m, 1 H), 7.72-7.77 (m, 1 H). 

Step B: Synthesis of AKc/»-4-(4-methyl-quinolln-2-ylamlno)-cyclohexyl]-2-phenoxy-nlcotinamlde 
hydrochloride. 

45 

[0652] To a solution of A/-(c/s-4-methyl-quinolin-2-yl)-cyclohexane-1 ,4-diamine (300 mg, 1.17 mmol) in CHCI 3 (2 mL) 
were added Et 3 N (0.45 mL, 2.60 mmol) and 2-phenoxy-nicotinoyl chloride (411 mg, 1 .76 mmol) in CHC^ (1 mL). The 
mixture was stirred at ambient temperature for 14 hr. The reaction was quenched with saturated aqueous NaHC0 3 
and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4l 

so filtered, concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% EtOAc in hexane) 
to give a colorless oil. To a solution of the above material in EtOAc (10 mL) was added 4 M hydrogen chloride in EtOAc 
(0.2 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated. The residue was suspended in 
EtgO (20 mL) and the suspension was stirred at ambient temperature for 2 hr. The precipitate was collected by filtration, 
washed with EtgO, and dried at 60 °C under reduced pressure to give A^[c/s-4-(4-methyl-quinolin-2-ylamino)-cy- 

55 clohexyi]-2-phenoxy-nicotlnamide hydrochloride (85 mg, 15%) as a white solid. 

ESI MS m/e 453, M (free) + H + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1.85-2.12 (m, 8 H), 2.70 (s, 3 H), 3.83-4.00 (m, 1 H), 
4.11-4.28 (m, 1 H), 6.74 (s, 1 H), 7.08-7.18 (m, 1 H), 7.1 9-7.34 (m, 3 H), 7.38-7.53 (m, 3 H), 7.63-7.85 (m, 3 H), 7.91 -7.99 
(m, 1 H), 8.20-8.24 (m, 1 H), 8.54 (d, J= 7.4 Hz, 1 H). 
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Example 3071 

3,4-Dlfluoro-^[c/s-4-(4-methyl<?ulnolin-2-ylamino)-^clohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 3,4-dif luoro-M[c/^4-(4-methyl-quinolln-2-ylarnlno)-cyclohexylhbenzamide 
hydrochloride. 

[0653] To a solution of 3,4-difluoro-benzoic acid (222 mg, 1 .40 mmol) and A^(ris^-methyl-qulnolin-2-yl)-cyclohex- 
ane-1 ,4-diamine obtained in step A of example 3070 (300 mg, 1 .17 mmol) in DMF (3 mL) were added Et 3 N (0.39 mL, 
2.80 mmof), HOBt-H 2 0 (268 mg, 1 .76 mmol), and EDC-HCI (268 g, 1 .40 mmol). The reaction mixture was stirred at 
ambient temperature for 12 hr. To the reaction mixture was added water (20 mL) and the suspension was stirred at 
ambient temperature for 30 mln. The precipitated was collected by filtration, washed with H 2 0, and purified by medium- 
pressure liquid chromatography (NH-silica gel, 20% to 50% EtOAc in hexane and silica gel, 2% to 5% MeOH in CHCI3) 
to give a yellow oil. To a solution of the above material in EtOAc (8 mL) was added 4 M hydrogen chloride in EtOAc 
(0.5 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated. The residue was suspended In 
EtgO (20 mL) and the suspension was stirred at ambient temperature for 2 hr. The precipitate was collected by filtration, 
washed with E^O, and dried at 60 °C under reduced pressure to give 3,4-difluoro-W-[cis-4-(4-methyl-quinolin-2-ylami- 
no)-cyclohexyl]-benzamide hydrochloride (377 mg, 75%) as a white solid. 

ESI MS m/e 396, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 5 1.75-2.17 (m, 8 H), 2.73 (s, 3 H). 3.95-4.26 (m, 2 H), 
6.71 (d, J= 7.1 Hz, 1 H), 6.79 (s, 1 H), 7.14-7.28 (m, 1 H), 7.41-7.51 (m, 1 H), 7.54-7.64 (m, 1 H), 7.66-7.79 (m, 3 H), 
7.85 (d, J= 8.2 Hz, 1 H), 9.57-9.67 (m, 1 H). 

Example 3072 

1-(2,3-Dlchloro-phenyl)-3-[c/s-4-(4-methyl-qulnolln-2-ylamino)-cyclohexyl]-urea hydrochloride 

Step A: Synthesis of 1^2,3Klichloro-phenyl>3*[cl9-4-(4-methyl-quinolln-2-ylamino)-cyclohexyl}-urea 
hydrochloride. 

[0654] To a solution of A^(c/s-4-methyl-quinolin-2-yl)-cyclohexane-1 ,4-diamine obtained in step A of example 3070 
(300 mg, 1 .1 7 mmol) In DMSO (3 mL) was added 1 ,2-dichloro-3-isocyanato-benzene (242 mg, 1 .29 mmol). The mixture 
was stirred at ambient temperature for 5 hr and poured into water (20 mL). The precipitate was collected by filtration, 
washed with water, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% to 33% EtOAc In 
hexane) and flash chromatography (silica gel, 2% MeOH in CHCI3) to give a pale yellow oil. To a solution of the above 
material In EtOAc (10 mL) was added 4 M hydrogen chloride in EtOAc (0.2 mL). The mixture was stirred at ambient 
temperature for 1 hr and concentrated. A suspension of the residue in EtgO (20 mL) was stirred at ambient tempareture 
for 1 hr. The precipitate was collected by filtration, washed with EtgO, and dried at 60 °C under reduced pressure to 
give 1-(2,3-dichloro-phenyl)-3-[c/s-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-urea hydrochloride (421 mg, 68%) as 
a white solid. 

ESI MS m/e 465, M (free) + Na + ; ^H NMR (300 MHz, CDCI3) 6 1 .76-2.17 (m, 8 H), 2.70 (s, 3 H), 3.69-4.08 (m, 2 H), 
6.65-6.83 (m,2H),6.95-7.17(m,2H) t 7.41 (t, J=8.1 Hz, 1 H), 7.54-7.89 (m, 4 H), 8.05-8.1 7 (m, 1 H), 9.1 3-9.27 (m f 1 H). 

Example 3073 

3-Chloro-W-[c/s-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-benzamide hydrochloride 

Step A: Synthesis of 3-chloro-W-[c/s-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-benzamide hydrochloride. 

[0655] To a solution of A/-(c/s-4-methyl-quinolin-2-yl)-cyclohexane-1 ,4-diamine obtained in step A of example 3070 
(300 mg, 1 .1 7 mmol) in CHCI 3 (3 mL) were added Et 3 N (0.35 mL, 2.51 mmol) and 3-chloro-benzoyl chloride (226 mg, 
1.29 mmol). The mixture was stirred at ambient temperature for 1.5 hr. The reaction was quenched with saturated 
aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was 
dried over MgS0 4 , filtered, concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% 
to 50% EtOAc in hexane). To a solution of the above material in EtOAc (2 mL) was added 4 M hydrogen chloride in 
EtOAc ( 1 0 mL). The mixture was stirred at ambient temperature for 1 hr, and concentrated. The residue was suspended 
in EtgO (20 mL) and the suspension was stirred at ambient temperature for 2 hr. The precipitate was collected by 
filtration, washed with Et 2 0, and dried at 80 °C under reduced pressure to give 3-chloro-A/-[c/&-4-(4-methyl-quinolin- 
2-ylamino)-cyclohexyl]-benzamide hydrochloride (441 mg, 87%) as a white solid. 
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ESI MS m/e 41 6, M (free) + Na+; *H NMR (300 MHz, CDCI 3 ) 8 1 .78-2.11 (m, 8 H), 2.72 (s, 3 H), 3.92-4.29 (m, 2 H), 

6.78 (s, 1 H), 6.94 (d, J= 9.0 Hz, 1 H), 7.33-7.50 (m, 3 H), 7.68-7.76 (m, 3 H), 7.83-7.88 (m, 2 H), 9.58 (d, J= 9.0 Hz, 1 H). 

Example 3074 

5-Nitro-thlophene^carboxyllc acid [c/^4-methyl-qulnolin-2-ylamlno>-cyclohexyll-amlde hydrochloride 

Step A: Synthesis of 5-nltro-thlophene-3-carboxyllc acid [c/s^-(4-methyl-qulnolln-2-ylamlno>«yclohexyl]- 
amlde hydrochloride. 

[0656] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 411 , M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1.78-2.14 (m, 8 H), 2.73 (s, 3 H), 3.97-4.26 (m, 2 H), 

6.79 (s, 1 H), 7.41-7.57 (m, 2 H), 7.68-7.76 (m, 2 H), 7.85 (d, J= 8.2 Hz, 1 H), 8.26 (d, J = 1.4 Hz, 1 H), 8.38 (d, J = 
1.4 Hz, 1 H),9.41 (d, J =9.0 Hz, 1 H). 

Example 3075 

3-Methy^/^[c/s-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 3-methyl-N-[cfe-4-(4-methyl-qulnolln-2-ylamino)-cyclohexyl]-ben2amide hydrochloride. 

[0657] Using the procedure for the step B of example 3070, the title compound was obtained. 
ESI MS m/e 374, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1 .66-2.10 (m, 8 H), 2.41 (s, 3 H), 2.72 (d, J= 0.8 Hz, 3 
H), 3.94-4.05 (m, 1 H), 4.08-4.25 (m, 1 H), 6.62 (d, J= 8.1 Hz, 1 H), 6.78 (s, 1 H), 7.28-7.36 (m, 2 H), 7.42-7.49 (m, 1 
H), 7.58-7.66 (m, 2 H), 7.67-7.79 (m, 2 H), 7.84 (d, J= 8.1 Hz, 1 H), 9.62 (d, J= 8.1 Hz, 1 H). 

Example 3076 

3- Methoxy-W-[c/s-4-(4-methyl^uInolln-2-ylamino)-cyclohexyl]^enramIdeh 

Step A: Synthesis of 3-methoxy-^[ci^4-(4-methyl^ulnolln-2-ylamino)^clohexyl]4>enzamlcte hydrochloride. 

[0658] Using the procedure for the step B of example 3070, the title compound was obtained. 
ESI MS m/e 390, M (free) + H+ ; 1 H NMR (300 MHz, CDCI3) 8 1 .66-2.10 (m, 8 H), 2.72 (s, 3 H), 3.87 (s, 3 H), 3.94-4.26 
(m, 2 H), 6.69-6.81 (m, 2 H), 6.99-7.07 (m, 1 H), 7.28-7.51 (m, 4 H), 7.66-7.79 (m, 2 H), 7.84 (d, J= 7.9 Hz, 1 H), 
9.55-9.68 (m, 1 H). 

Example 3077 

4- Cyano-/V-[c/s-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 4-cyano-W-[c/s-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride. 

[0659] Using the procedure for the step B of example 3070, the title compound was obtained. 
ESI MS m/e 385, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1 .79-2.16 (m, 8 H), 2.73 (d, J= 0.9 Hz, 3 H), 3.99-4.29 
(m, 2 H), 6.79 (s, 1 H), 7.20-7.28 (m, 1 H), 7.42-7.51 (m, 1 H), 7.69-7.76 (m, 4 H), 7.86 (d, J= 8.2 Hz, 1 H), 7.95-8.02 
(m,2H),9.54 (d, J=8.9 Hz, 1 H). 

Example 3078 

3,4-Dlchloro-^[c/^4-(4-methyl*^ 

Step A: Synthesis of 3,4<llchloro-A^[c/s-4-(4-methyl-qulnolln-2-ylaminoH^clohexylhbenzamlde 
hydrochloride 

[0660] Using the procedure for the step B of example 3070, the title compound was obtained. 

ESI MS m/e 428, M (free) + H+ ; 1 H NMR (300 MHz, CDCI3) 8 1.80-2.14 (m, 8 H), 2.73 (d, J= 0.6 Hz, 3 H), 3.95-4.24 

(m, 2 H), 6.75-6.87 (m, 2 H), 7.42-7.52 (m, 2 H), 7.64-7.76 (m, 3 H), 7.85 (d, J- 8.2 Hz, 1 H), 7.98 (d, J- 1.9 Hz, 1 



380 



EP1464 335 A2 



H), 9.60 (d, J=7.9Hz, 1 H). 
Example 3079 

3- Chloro^fluoro-AKc/s^(4-nwt^^ hydrochloride 

Step A: Synthesis of 3-chloro-4-f luoro-W-[c/©-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-benramlde 
hydrochloride. 

[0661] Using the procedure for the step 6 of example 3070, the title compound was obtained. 
ESI MS m/e412, M (free) + H + ; 1 H NMR (300 MHz, CDCy 6 1.79-2.14 (m, 8 H), 2.73 (d, J= 0.8 Hz, 3 H), 3.96-4.26 
(m, 2 H), 6.70-6.82 (m, 2 H), 7.18 (t, J= 8.6 Hz, 1 H), 7.42-7.51 (m, 1 H), 7.68-7.78 (m, 3 H), 7.85 (d, J= 8.2 Hz, 1 H), 
7.96 (dd, J= 7.0, 2.2 Hz, 1 H), 9.61 (d, J= 8.4 Hz, 1 H). 

Example 3080 

4- Fluoro-3-methyl-^[c/»-4-(4-methyl-qulnolln-2-ylamlno)^ydohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 4-fIuoro-3-methyl-W-[c/s-4-(4-methyl-qulnolln-2-y lamino)-cyclohexyl]-benzamide 
hydrochloride. 

[0662] Using the procedure for the step B of example 3070, the title compound was obtained. 
ESI MS m/e 414, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .73-2.1 0 (m, 8 H), 2.33 (d, J= 1 .9 Hz, 3 H), 2.72 (s, 
3 H), 3.95-4.25 (m, 2 H), 6.45-6.54 (m, 1 H), 6.78 (s, 1 H), 7.00-7.08 (m, 1 H), 7.42-7.50 (m, 1 H), 7.60-7.80 (m, 4 H), 
7.84 (d, J= 8.6 Hz, 1 H), 9.58-9.70 (m, 1 H). 

Example 3081 

1 -MethyM-nitro-1 W-pyrrole-2-carboxyllc acid-[c/s-4-(4-methyl-quinol(n-2-ylamlno)-cyclohexyl]-amide 
hydrochloride 

Step A: Synthesis of 1 -methy l-4-n itro-1 W-py rrole-2-carboxy He ac!d-[c/s-4-(4-methyl-quinolin-2-ylamino)- 
cyclohexylj-amlde hydrochloride. 

[0663] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 408, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1.77-2.11 (m, 8 H), 2.72 (s, 3 H), 3.94-4.14 (m, 5 H), 
6.77 (s, 1 H), 7.09-7.16 (m, 1 H), 7.26-7.29 (m, 1 H), 7.41-7.55 (m, 2 H), 7.67-7.78 (m, 2 H), 7.84 (d, J= 8.2 Hz, 1 H), 
9.51-9.63 (m, 1 H). 

Example 3082 

9M-Xanthene-9-carboxylic acid-[cls-4-(4-methyl-qulnolln-2-ylamino)-cyclohexyl]-amide hydrochloride 

Step A: Synthesis of 9W-xanthene-9-carboxylic acid [c/s-4-(4-methyl-quinolln-2-ylamino)-cyclohexyl]-amlde 
hydrochloride. 

[0664] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 486, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI3) 8 1.63-1.91 (m, 8 H), 2.68 (s, 3 H), 3.75-3.97 (m, 2 H), 
4.88 (s, 1 H), 6.14-6.27 (m, 1 H), 6.69 (bra, 1 H), 7.03-7.18 (m, 4 H), 7.23-7.49 (m, 5 H), 7.62-7.86 (m, 3 H), 9.34-9.47 
(m, 1 H). 
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Example 3083 

5-Bromo-furan-2-carboxyllc 8cld-[c/s^(4-methyi-qulnolin-2-ylamlno>«yclohexyl]-amide hydrochloride 

Step A: Synthesis of 5-bromo-f uran-2-carboxylic acid [c/s4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-amide 
hydrochloride. 

[0665] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 428, M (free) + H + ; *H NMR (300 MHz, CDCI3) 8 1.62-2.08 (m, 8 H), 2.72 (s, 3 H), 3.90-4.19 (m, 2 H), 
6.42 (d, J= 3.6 Hz, 1 H), 6.67-6.80 (m, 2 H), 7.05 (d, J= 3.6 Hz, 1 H), 7.41-7.51 (m, 1 H), 7.67-7.81 (m, 2 H), 7.85 (d, 
J= 8.4 Hz, 1 H), 9.59-9.72 (m, 1 H). 

Example 3064 

W^c/s^-(4-Methyl-qulnolln-2-ylamlno>-cyclohexyl]-2-m-tolyloxy-acetamide hydrochloride 

Step A: Synthesis of AKc/s-4-(4-methyl-qulnolin-2-ylamlno)»cyclohexyl]-2-/n-totyloxy-acetamide 
hydrochloride. 

[0666] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 426, M (free) + Na + ; 1 H NMR (300 MHz, CDCIg) 6 1 .75-2.07 (m, 8 H), 2.34 (s, 3 H), 2.72 (s, 3 H), 3.86-4.1 4 

(m, 2 H), 4.46 (s, 2 H), 6.70-6.95 (m, 5 H), 7. 1 5-7.24 (m, 1 H), 7.41 -7.50 (m, 1 H), 7.67-7.88 (m, 3 H) p 9.58-9.69 (m, 1 H). 

Example 3085 

Benzo[2,1,3]oxadlazole-5-carboxyllc acld-[c/s-4-(4-methyl-qulnolln-2-ylamino)-cyclohexyl]-amide 
hydrochloride 

Step A: Synthesis of benzo[2,1 ,3]oxediazo!e-5-carboxylic acid [cte-4-(4-methyl-quinolin-2-ylamlno>- 
cyclohexy(]-amide hydrochloride. 

[0667] Using the procedure for the step A of example 3073, the title compound was obtained. 
ESI MS m/e 402, M (free) + H* ; 1 H NMR (300 MHz, CDCI 3 ) S 1 .79-2.28 (m, 8 H), 2.73 (s, 3 H), 3.98-4.11 (m, 1 H), 
4.12-4.32 (m, 1 H), 6.79 (s, 1 H), 7.37-7.50 (m, 2 H), 7.71 (s, 1 H), 7.72 (s, 1 H), 7.81-7.96 (m, 3 H), 8.40 (s, 1 H), 9.56 
(d, J= 8.7 Hz, 1 H). 

Example 3066 

3-Bromo-A#-[c/s-4-(4-methyl-qulnolln-2-ylamlno)-cyciohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 3-bromo-A^[c/6-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride. 

[0668] Using the procedure for the step A of example 3073, the title compound was obtained. 
ESI MS m/e 438, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 5 1.81-2.13 (m, 8 H) t 2.72 (s, 3 H), 3.96-4.06 (m, 1 H), 
4.08-4.26 (m, 1 H), 6.75-6.85 (m, 2 H), 7.26-7.34 (m, 1 H), 7.42-7.50 (m, 1 H), 7.57-7.64 (m, 1 H), 7.66-7.79 (m, 3 H), 
7.85 (d, J= 8.2 Hz, 1 H), 8.01 (s, 1 H), 9.55-9.66 (m, 1 H). 

Example 3087 

3-Cyano-A^[c/s4-(4-methyl-quinolin-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 3-cyano-/^[c/s-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-benzamide hydrochloride. 

[0669] Using the procedure for the step A of example 3073, the title compound was obtained. 
ESI MS m/e 385, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 6 1.81-2.18 (m, 8 H), 2.73 (s, 3 H), 3.98-4.29 (m, 2 H), 
6.80 (s, 1 H), 7.13-7.22 (m, 1 H), 7.43-7.60 (m, 2 H), 7.68-7.79 (m, 3 H), 7.85 (d ( J= 8.1 Hz, 1 H), 8.08 (d, J= 7.2 Hz, 
1 H), 8.22 (s, 1 H), 9.49-9.62 (m, 1 H). 
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Example 3088 

AKe/^4-Methyl-quln^ hydrochloride 

Step A: Synthesis of ^c/s^-(4-methyl^ulnoNn-2-yta^ 
hydrochloride. 

[0670] Using the procedure for the step A of example 3073, the title compound was obtained. 

ESI MS m/e 428, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 5 1.81-2.14 (m, 8 H), 2.73 (s, 3 H), 3.95-4.09 (m, 1 H), 

4.12- 4.31 (m, 1 H), 6.79 (s, 1 H), 6.85-6.99 (m, 1 H), 7.43-7.50 (m, 1 H), 7.57 (t, J= 7.8 Hz, 1 H), 7.64-7.79 (m, 3 H), 
7.85 (d, J= 8.2 Hz, 1 H), 8.01 (d, J= 7.8 Hz, 1 H), 8.15 (s, 1 H), 9.56-9.68 (m, 1 H). 

Example 3089 

AKc/^4-(4-Methyl-qulnolln-2-ylamlno)-cyclohexyl]-2^-dlphenyl-acetamlde hydrochloride 

Step A: Synthesis of W^c/^4-(4-methyl-qulnolin-2-ylamino)-cyclohexyl]-2^-dlphenyl-acetamlde 
hydrochloride. 

[0671 J Using the procedure for the step A of example 3073, the title compound was obtained. 

ESI MS m/e 472, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .56-2.10 (m, 8 H), 2.51-2.87 (m, 3 H), 3.81-4.16 (m, 

2 H), 4.94 (s, 1 H), 6.40-6.88 (m, 2 H), 7.17-7.51 (m, 11 H), 7.63-7.89 (m, 3 H), 9.44 (brs, 1 H). 

Example 3090 

2-(4-Fluoro-phenoxy)-AHc/s^(4-me^ 

Step A: Synthesis of 2-(4-fluoro-phenoxy)-/V-[d^ 
hydrochloride. 

[0672] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 493, M (free) + Na + ; 1 H NMR (300 MHz, CDCy 8 1 .85-2.12 (m, 8 H), 2.71 (s, 3 H), 3.87-4.00 (m, 1 H), 
4.11-4.30 (m, 1 H), 6.76 (brs, 1 H), 7.09-7.21 (m, 3 H), 7.24-7.35 (m, 2 H), 7.44 (t, J= 7.1 Hz, 1 H), 7.65-7.99 (m, 4 
H), 8.19-8.25 (m, 1 H), 8.54 (d, J= 6.2 Hz, 1 H), 9.60-9.73 (m, 1 H). 

Example 3091 

2-(3ADtfluoro-phenoxy)-/*[c/s^*^ hydrochloride 

Step A: Synthesis of 2-(3,4-dlf luoro-phenoxy)-AKc/^4-(4-methyl-quinolln-2-ylamino)-cyclohexyll. 
nicotinamide hydrochloride. 

[0673] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 511, M (free) + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 5 1.81-2.13 (m, 8 H), 2.71 (s, 3 H), 3.90-4.03 (m, 1 H), 

4.13- 4.30 (m, 1 H), 6.76 (s, 1 H), 7.10-7.51 (m, 5 H), 7.65-7.88 (m, 4 H), 8.18-8.27 (m, 1 H), 8.50-8.58 (m, 1 H), 
9.67-9.81 (m, 1 H). 

Example 3092 

AHc/s^(4-Afethyl^ulnoiln-2-ylam^ 

Step A: Synthesis of AKc/^4-methyl^ulnolln-2-ylamlnoKyclohexyl]-2-p-tolyloxy-nlcotinamide 
hydrochloride. 

[0674] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 489, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI 3 )8 1 .83-2.15 (m, 8 H), 2.36 (s, 3 H), 2.71 (s, 3 H), 3.78-4.03 
(m, 1 H), 4.10-4.32 (m, 1 H), 6.67-6.84 (m, 1 H), 7.06-7.51 (m, 6 H), 7.62-7.90 (m, 3 H), 7.95-8.08 (m, 1 H), 8.19-8.30 
(m, 1 H), 8.48-8.61 (m, 1 H), 9.62 (brs, 1 H). 
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Example 3093 

2-(4-Chtoro-phenoxy)-f^cte-4^^ hydrochloride 

Step A: Synthesis of 2K4-ehloro-phenoxy)-^[cfe4-(4^ethyl-qulnolln-2-ylamlno)^to 
hydrochloride. 

[0675] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS rn/e 487, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1 .58-2.13 (m, 8 H), 2.71 (s, 3 H), 3.87-4.02 (m, 1 H), 
4.10-4.31 (m, 1 H), 6.75 (brs, 1 H), 7.15 (dd, J= 7.5, 4.8 Hz, 1 H), 7.22-7.33 (m, 2 H), 7.37-7.49 (m, 3 H), 7.64-7.92 
(m, 4 H), 8.21 (dd, J= 4.8, 2.0 Hz, 1 H), 8.53 (dd, J= 7.6, 2.0 Hz, 1 H) t 9.63-9.78 (m, 1 H). 

Example 3094 

2^4-Bromo^henoxy)-fl^cte^(4-iTiethy^ 

Step A: Synthesis of 2K4-bromo-phenoxy)-M[c/^4-(4-methyl^ulnolln-2-ylamIno)-cyclohexyl]-nlcotlnamlde 
hydrochloride. 

[0676] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 531, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1 .81-2.20 (m, 8 H), 2.72 (s, 3 H), 3.83-4.31 (m, 2 H), 

6.66-6.85 (m, 1 H), 7.03-7.93 (m, 10 H), 8.16-8.28 (m, 1 H), 8.46-8.61 (m, 1 H), 9.55-9.61 (m, 1 H). 

Example 3095 

2^4-Methoxy-phenoxy)-/Hc/s-4-(4-met^ hydrochloride 

Step A: Synthesis of 2-(4Hiiethoxyi>henoxy)-^c/s^4-meth^^ 
hydrochloride. 

[0677] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 483, M (free) + H 4 ; 1 H NMR (300 MHz, CDCI3) 8 1 .84-2.19 (m, 8 H), 2.71 (s, 3 H), 3,74-4.00 (m, 4 H), 

4.12- 4.28 (m, 1 H), 6.68-6.82 (m, 1 H), 6.91-7.30 (m, 5 H), 7.38-7.50 (m, 1 H) f 7.63-7.88 (m, 3 H), 7.96-8.09 (m, 1 H), 
8.17-8.33 (m, 1 H), 8.48-8.61 (m, 1 H), 9.50-9.70 (m, 1 H). 

Example 3096 

2^3-Chloro^-fluoro-phenoxy)-M[c/s^(^^ 
hydrochloride 

Step A: Synthesis of 2^3^hloro-4-fluoro-phenoxy)-M[cte-4-(4-methyl<|ulnolln-2-ylamlno)-cyclohexyl]- 
nicotinamlde hydrochloride. 

[0678] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 505, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1.67-2.13 (m, 8 H), 2.71 (s, 3H), 3.89-4.02 (m, 1 H), 

4.13- 4.29 (m, 1 H), 6.76 (brs, 1 H), 7.17 (dd, J= 7.6, 4.8 Hz, 1 H), 7.22-7.49 (m, 4 H), 7.65-7.87 (m, 4 H), 8.21 (dd, J 
= 4.8, 2.0 Hz, 1 H), 8.52 (dd, J= 7.6, 2.0 Hz, 1 H), 9.65-9.77 (m, 1 H). 

Example 3097 

W^[c/s-4-(4-^thyl-quinolln-2-ylamlno)-cyclohexyQ-2-/7>-tolyloxy-nicotinamlde hydrochloride 

Step A: Synthesis of ^c/s^-(4-Methyl-qulnolln-2-ytamlno>^^ 
hydrochloride. 

[0679] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 467, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1 .85-2.1 0 (m, 6 H), 2.40 (s, 3 H), 2.70 (s, 3 H), 3.84-3.98 

(m, 1 H), 4.10-4.24 (m, 1 H), 6.76 (brs, 1 H), 7.00-7.21 (m, 4 H), 7.28-7.48 (m, 2 H), 7.62-7.87 (m, 3 H), 7.94-8.06 (m, 
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1 H), 8.21-8.29 (m, 1 H), 8.53 (d, J= 6.4 Hz, 1 H), 9.51-9.64 (m, 1 H). 
Example 3098 

2^3-Methoxy-phenoxy)-M[cfe-4^4-m^ hydrochloride 

Step A: Synthesis of 2^3-methoxy-phenoxy)-^[c/s-4-(4-meth^ 
hydrochloride. 

[0680] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 442, M (free) + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .71 -2.06 (m, 8 H), 2.72 (s t 3 H), 3.82 (s, 3 H), 3.89-4. 1 1 
(m, 2 H), 4.46 (s, 3 H), 6.52-6.61 (m, 3 H), 6.75 (s, 1 H) 6.84-6.92 (m, 1 H), 7.16-7.24 (m, 1 H), 7.41-7.49 (m, 1 H), 
7.67-7.80 (m, 1 H), 7.84 (d, J= 8.2 Hz, 1 H), 9.57-9.70 (m, 1 H). 

Example 3099 

2-(3-Chloro-phenoxy)-/^c/^4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-acetamlde hydrochloride 

Step A: Synthesis of 2-(3-chloro-phenoxy)-/*[c/^(4^eth^ 
hydrochloride. 

[0681] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 446, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 6 1.80-2.06 (m, 8 H), 2.72 (s, 3 H), 3.91-4.13 (m, 2 H), 

4.45 (s, 2 H), 6.73-7.03 (m, 5 H), 7.19-7.28 (m, 1 H), 7.41-7.50 (m, 1 H), 7.67-7.87 (m, 3 H), 9.58-9.72 (m, 1 H). 

Example 3100 

2-(3-Chloro-4-fluoro-phenoxy)-N-[c/s-4-(4-^^ hydrochloride 

Step A: Synthesis of 2K3^hloro^fluoro-phenoxyhA^[cfe^(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]- 
acetamlde hydrochloride. 

[0682] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 464, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 5 1.70-2.07 (m, 8 H), 2.72 (s, 3 H), 3.91-4.14 (m, 2 H), 
4.42 (s, 2 H), 6.76 (s, 1 H), 6.83-6.95 (m, 2 H), 6.99-7.16 (m, 2 H), 7.42-7.50 (m, 1 H), 7.67-7.80 (m, 2 H), 7.84 (d, J 
= 7.9 Hz, 1 H), 9.59-9.70 (m, 1 H). 

Example 3101 

2-<3 l 4-Dichloro-phenoxy)-N^c/s^K4-^ hydrochloride 

Step A: Synthesis of 2-(3,4-dichloro-phenoxy)-/V- [c/s4-(4-methyl-quinolln-2-ylamlno)-cyclohexyl]-acetamide 
hydrochloride. 

[0663] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 480, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 8 1.78-2.13 (m, 8 H), 2.72 (s, 3 H), 3.91-4.14 (m, 2 H), 
4.44 (s, 2 H), 6.76 (bns, 1 H), 6.84-6.93 (m, 2 H), 7.09 (d, J= 2.8 Hz, 1 H), 7.37 (d, J= 8.9 Hz, 1 H), 7.42-7.49 (m, 1 
H), 7.67-7.80 (m, 2 H), 7.84 (d, J= 8.1 Hz, 1 H), 9.54-9.72 (m, 1 H). 

Example 3102 

C-(Methyhphenyl-amino)-N-[cte^(4-m^ 

Step A: Synthesis of C-(methyl-phenyl-amino)-A/-[c/s-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-acetamlde 
dihydrochlorlde. 

[0684] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 403, M (free) + H + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .67-1 .99 (m, 8 H), 2.70 (s, 3 H), 3.1 1 (s, 3 H), 3.76-4.06 
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(m, 4 H), 6.63-7.01 (m, 4 H), 7.08-7.50 (m, 4 H), 7.60-7.92 (m, 3 H), 9.34-9.51 (m, 1 H). 
Example 3103 

2-{3,4-Dtehloro-phenylamlno)^ dihydrochlorlde 

Step A: Synthesis of 2-(3,4^lchloro-phenylamlno)-/^c/s-4^4-methyl-qulnolln-2-ylamln 
acetamide dihydrochlorlde. 

[0685] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 479, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 6 1 .75-2.02 (m, 8 H), 2.71 (s, 3 H), 3.74-4.08 (m, 4 H), 

6.45-6.56 (m, 1 H), 6.67-6.78 (m, 2 H), 7.04-7.19 (m, 2 H), 7.39-7.50 (m, 1 H), 7.62-7.87 (m, 3 H), 9.31-9.46 (m, 1 H). 

Example 3104 

3 l 4-Dlfluoro^[cfo-4-(4-methyl-qulnolln-2-ylamino)-cyclohexylmethyl]-benzamlde hydrochloride 
Step A: Synthesis of (c/s-4-amlnomethyl-cyclohexyl)-(4-methyl-quinolln-2-yl}-amlne. 

[0686] A mixture of 2-chloro-4-methyl-quinoline (10.0 g, 56.3 mmol) and (c/s-4-amino-cyclohexylmethyl)-carbamic 
acid benzyl ester obtained in step C of example 3068 (17.7 g, 67.6 mmol) in butanol (10 mL) was stirred at reflux for 
5 days. The reaction mixture was poured into saturated aqueous NaHC0 3 and the aqueous layer was extracted with 
CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtrated, concentrated, and purified by me- 
dium-pressure liquid chromatography (NH-silica gel, 10% to 20% EtOAc in hexane and silica gel, 2% to 10% MeOH 
in CHCI3) to give a pale yellow oil. To a solution of the above oil in MeOH (140 mL) was added 10% Pd/C (1 .40 g). 
The mixture was stirred at ambient temperature under hydrogen atmosphere for 6 days. The reaction mixture was 
filtrated through a pad of celite, concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 
2% to 10% MeOH in CHCI3) to give (c/s-4-aminomethyl-cyclohexyl)-(4-methyl-quinolin-2-yi)-amine (5.74 g, 38%) as a 
pale yellow solid. 

ESI MS m/e 470, M+ H+i'H NMR (300 MHz, CDCI 3 ) 8 1.14-1.51 (m, 4 H), 1.60-1.94 (m, 5 H), 2.56 (s, 3 H), 2.60 (d, 
J= 6.4 Hz, 2 H), 4.08-4.22 (m, 1 H), 4.82-4.92 (m, 1 H), 6.52 (s, 1 H), 7.17-7.24 (m, 1 H), 7.47-7.54 (m, 1 H), 7.62-7.67 
(m, 1 H), 7.72-7.77 (m, 1 H). 

Step B: Synthesis of 3,4-dif luoro-/V-[c/s-4-(4-methyl-quinolin-2-ylamlno)-cyclohexylmethyl]-benzamlde 
hydrochloride. 

[0687] To a solution of (c/s-4-aminomethyl-cyclohexyl)-(4-methyl-quinolin-2-yl)-amme (300 mg, 0.90 mmol) in CHCI 3 
(2 mL) were added APr 2 NEt (0.33 mL, 1 .89 mmol) and 3,4-difluoro-benzoyl chloride (1 75 mg, 0.99 mmol) in CHCI 3 (1 
mL). The mixture was stirred at ambient temperature for 6 hr. The reaction was quenched with saturated aqueous 
NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dried over 
MgS0 4 , filtered, concentrated, and purified by medium-pressure liquid chromatography (NH-sillca gel, 20% to 25% 
EtOAc in hexane) to give a colorless oil. To a solution of the above material in EtOAc (10 mL) was added 4 M hydrogen 
chloride in EtOAc (0.2 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated. The residue 
was suspended in E^O (20 mL) and the suspension was stirred at ambient temperature for 2 hr. The precipitate was 
collected by filtration, washed with Et 2 0, and dried at 60 °C under reduced pressure to give 3,4-difluoro-AA[c/s-4-(4-me- 
thyl-quinolin-2-ylamino)-cyclohexylmethyl]-benzamide hydrochloride (289 mg, 72%) as a white solid. 
ESI MS m/e 432, M (free) + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1.56-2.05 (m, 9 H), 2.70 (s, 3 H), 3.49-3.54 (m, 2 H), 
3.97-4.09 (m, 1 H), 6.75 (s, 1 H), 6.89-6.98 (m, 1 H), 7.19-7.30 (m, 1 H), 7.40-7.47 (m, 1 H), 7.66-7.75 (m, 2 H), 
7.79-7.93 (m, 3 H), 9.72-9.85 (m, 1 H). 

Example 3105 

AKc/s-4-(4-Methyl-qulnolin-2-ylamino)-cyclohexylmethyO-2-phenoxy-nicotlnamide hydrochloride 

Step A: Synthesis of AKc/s-4-(4-methyl-qulnolin-2-yiamino)-cyclohexylmethyl]-2-phenoxy-nicotinamide 
hydrochloride. 

[0688] Using the procedure for the step C of example 31 04, the title compound was obtained. 
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ESI MS m/e 467, M (free) + H+ ; *H NMR (300 MHz, CDCI3) 5 1.61-2.14 (m r 9 H), 2.69 (s, 3 H), 3.42-3.50 (m, 2 H), 
3.92-4.04 (m, 1 H), 6.73 (brs, 1 H), 7.10-7.32 (m, 4 H), 7.38-7.49 (m, 3 H), 7.64-7.84 (m, 3 H), 8.06-8.16 (m, 1 H), 
8.19-8.24^,1^,8.57-8.63^,1^,9.49-9.62(01,18). 

Example 3106 

H2,3-Dlchlor©-phenyl)^[cJ^ hydrochloride 

Step A: Synthesis of H2,3^lchloro^henyl)-3-[d^^^ 
hydrochloride. 

[0689] To a solution of (cto-4-amlnomethyl-cyclohexyl)-(4-methyl-qulnolln-2-yl)-amlne obtained In step B of example 
3014 (300 mg, 1.11 mmol) in DMSO (3 mL) was added 1 ,2-dlchloro-3-lsocyanato-benzene (230 mg, 1 .22 mmol). The 
mixture was stirred at ambient temperature for 21 hr and poured into water (20 mL). The precipitate was collected by 
filtration, washed with water, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% EtOAc in 
hexane) to give a pale yellow oil. To a solution of the above material in EtOAc (1 0 mL) was added 4 M hydrogen chloride 
in EtOAc (0.2 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated. A suspension of the 
residue in EtgO (20 mL) was stirred at ambient tempareture for 1 hr. The precipitate was collected by filtration, washed 
with Et 2 0, and dried at 60 °C under reduced pressure to give 1-(2,3-dichloro-phenyl)-3-las-4-(4-methyl-quinolin- 
2-ylamino)-cyclohexylmethyl]-urea hydrochloride (247 mg, 45%) as a white solid. 

ESI MS m/e 479, M (free) + Na+ ; t H NMR (300 MHz, CDCI3) 8 1 .51-2.1 8 (m, 9 H), 2.71 (d, J= 0.8 Hz, 3 H), 3.37-3.44 
(m, 2 H), 4.04-4.14 (m f 1 H), 6.78 (s, 1 H), 6.89-7.13 (m, 3 H), 7.42-7.50 (m, 1 H), 7.70-7.76 (m, 2 H), 7.84 (d, J= 8.1 
Hz, 1 H), 8.13-8.22 (m, 2 H), 9.38 (d, J= 9.2 Hz, 1 H), 13.95 (brs, 1 H). 

Example 3107 

AHe/s^-(4-Dlmethylam!no-5,6,7,8-t^ 
hydrochloride 

Step A: Synthesis of 5,6,7,8-tetrahydro-qulnazoline-2,4-dlol. 

[0690] To a solution of 2-oxo-cyclohexanecarboxylic acid ethyl ester (61.5 g, 361 mmol) in EtOH (61.5 mL) was 
added urea (73.8 g, 1.23 mol). The mixture was stirred at reflux for 10.5 days and stirred at ambient temperature for 
30 min. The precipitate was filtrated, washed with acetone, and dried. A suspension of the above solid in H 2 0(1 00 mL) 
stirred on an ice-bath for 1hr. The precipitate was filtrated, washed with hexane, and dried under reduced pressure to 
give 5,6,7,B-tetrahydro-quinazoline-2,4-diol (21 .0 g, 35%) as a pale yellow solid. 

CI MS m/e 167, M + H + ; 1 H NMR (300 MHz, DMSO-cy 5 1.48-1.71 (m, 4 H), 2.09-2.19 (m, 2 H), 2.24-2 34 (m 2 H) 
10.41-10.98 (m, 2 H). ' 

Step B: Synthesis of (2-chloro-5,6,7,8-tetrahydro-qulnazolln-4-yl).dlmethyl-amine. 

[0691] A suspension of 5,6,7,8-tetrahydro-quinazoline-2,4-diol (20.9 g, 100 mmol) in POCI 3 (1 05 mL) was stirred at 
reflux for 2 hr and the reaction mixture was concentrated. The residue was poured into ice water. The aqueous layer 
was extracted with EtOAc (three times). The combined organic layer was dried over MgS0 4 , filtrated, and concentrated. 
To the solution of residue (7.00 g) in THF (70 mL) was added 50% aqueous Me 2 NH (7.77 g, B6.2 mmol) and the mixture 
stirred at ambient temperature for 2 hr. To the reaction was added saturated aqueous NaHC0 3 and the aqueous layer 
was extracted with CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, 
and purified flash chromatography (silica gel, 20% EtOAc in hexane) to give (2-chloro-5,6,7,8-tetrahydro-quinazolin- 
4-yl)-dimethyl-amine (6.08 g, 64%) as a white solid. 

ESI MS m/e 234, M + Na+; 'H NMR (300 MHz, CDCI3) 5 1 .62-1 .90 (m, 4 H), 2.59 (t, J= 6.0 Hz, 2 H), 2.76 (t J= 6 6 
Hz, 2 H), 3.06 (s, 6 H). 1 

Step C: Synthesis of (cte-4-amlno-cyclohexyl)-carbamlc acid benzyl ester. 

[0692] To a solution of (c/s-4-amino^cyclohexyl)-carbamic acid tert-butyl ester obtained in step B of example 3031 
(75.0 g, 350 mmol) in CHCI3 (750 mL) were added Et 3 N (53.7 mL, 385 mmol) and benzyl chloroformate (55 mL, 385 
mmol). The mixture was stirred at ambient temperature for 20 hr. The reaction was quenched with saturated aqueous 
NaHC0 3 and the aqueous layer was extracted with CHCI3 (three times). The combined organic layer was dried over 
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MgS0 4 , filtered, concentrated, purified by flash chromatography (silica gel, 0.4% to 5% MeOH in CHCI 3 ) to give a pale 
yellow oil. To a solution of the residue In EtOAc (200 mL) was added 4 M hydrogen chloride in EtOAc (200 mL). The 
mixture was stirred at ambient temperature for 2 hr and concentrated. The residue was dissolved in 1 M aqueous 
NaOH and the aqueous layer was extracted with CHCI3 (three time). The combined organic layer was dried over 
MgS0 4 , filtered, concentrated, and purified flash chromatography (silica gel, 25% to 50% EtOAc in hexane) to give 
(c/s-4-amino-cyclohexyl)-carbamic acid benzyl ester (37.6 g, 43%) as a pale brown oil. 

ESI MS m/e 249, M + + H+ ; 1H NMR (200 MHz, CDCI3) 8 1.13-1.83 (m, 8 H), 2.77-2.97 (m, 1 H), 3.63-3.83 (m, 1 H), 
4.92-5.20 (m, 3 H), 7.25-7.47 (m, 5 H). 

Step D: Synthesis of A^(cte-4-amlno-cyclohexyl^ 

[0693] A mixture of (2-chloro-5,6,7,8-tetrahydro-quinazolin-4-yl)-dlmethyl-amlne (1 6.0 g, 75.7 mmol) and (c/s-4-aml- 
no-cyclohexyl)-cart>amic acid benzyl ester (1 8.8 g, 75.7 mmol) in butanol (21 mL) was stirred at reflux for 6 days. The 
reaction mixture was poured into saturated aqueous NaHC0 3 , and the aqueous layer was extracted with CHCI 3 (three 
times). The combined organic layer was dried over MgS0 4 , filtrated, concentrated, and purified by flash chromatog- 
raphy (NH-silica, 33% to 50% EtOAc in hexane) to give a pale yellow oil. To a solution of the above oil in MeOH (270 
mL) was added 10% Pd/C(2.70 g). The mixture was stirred at ambient temperature under hydrogen atmosphere for 
1 .5 days. The reaction mixture was filtrated through a pad of celite, concentrated, and purified by medium-pressure 
liquid chromatography (NH-silica gel, 1% to 5% MeOH in CHCI3) to give A^-(cis-4-amino-cyclohexyl)-AA*,//*-dimethyl- 
5,6,7,8-tetrahydro-quinazoline-2,4-diamine (1 5.8 g, 72%) as a pale yellow solid. 

FAB MS m/e 290, + H + ; 1 H NMR (200 MHz, CDCI 3 ) 5 1 .00-1 .90 (m, 14 H), 2.49 (t, J= 5.9 Hz, 2 H), 2.61 (t, J= 6.6 
Hz, 2 H), 2.71 -3.00 (m, 7 H), 3.93-4.07 (m, 1 H), 4.67-4.80 (m, 1 H). 

Step E: Synthesis of W*c/*4-(4-dlmethylamino-5 f 6 ,7,8-tetrahydro-qulnazolin-2-ylamino)-cyclohexyl}- 
2-phenoxy-nicotinamide hydrochloride 

[0694] To a solution of A£-(c/s-4-amino-cyclohexyl)-A*, AA*-dimethyl-5,6,7,8-tetrahydro-quinazoline-2,4-diamine (300 
mg, 1 .04 mmol) in CHCI3 (3 mL) were added E^N (0.31 mL, 2.22 mmol) and 2-phenoxy-nicotinoyl chloride (266 mg, 
1.14 mmol). The mixture was stirred at ambient temperature for 3 hr. The reaction was quenched with saturated aqueous 
NaHCO a and the aqueous layer was extracted with CHCI3 (three times). The combined organic layer was dried over 
MgS0 4 , filtered, concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% EtOAc in 
hexane). To a solution of the above material in EtOAc (2 mL) was added 4 M hydrogen chloride in EtOAc (10 mL). The 
mixture was stirred at ambient temperature for 1 hr and concentrated. The residue was suspended in E^O (20 mL) 
and the suspension was stirred at ambient temperature for 2 hr. The precipitate was collected by filtration, washed 
with EtgO, and dried at 80 °C under reduced pressure to give A^[c/s-4-(4-dimethylamino-5,6,7,8-tetrahydro-quinazolin- 
2-ylamino)-cyclohexyl)-2-phenoxy-nicotinamide hydrochloride (159 mg, 29%) as a white solid. 
ESI MS m/e 487, M (free) + H + ; 1 H NMR (300 MHz, CDCI 3 ) 6 1 .61-1 .98 (m, 12 H), 2.54 (t, J= 5.9 Hz, 2 H), 2.74 (t, J= 
6.5 Hz, 2 H), 3.20 (s, 6 H), 4.02-4.20 (m, 2 H), 7.12 (dd, J= 7.5, 4.8 Hz, 1 H), 7.21-7.30 (m, 3 H), 7.42-7.50 (m, 2H), 
7.87-7.93 (m, 1 H), 8.21 (dd, J= 4.8, 2.2 Hz, 1 H), 8.25-8.32 (m, 1 H), 8.52 (dd, J= 7.6, 2.0 Hz, 1 H), 13.18 (s, 1 H). 

Example 3108 

3^htoro-AHc/s-4-(4^lmethylamlno^^^ 
hydrochloride 

Step A: Synthesis of 3-chloro-AKc/s^(4-dlmethylamlno-5^^ 
4-fluoro-benzamlde hydrochloride. 

[0695] Using the procedure for the step E of example 31 07, the title compound was obtained. 
ESI MS m/e 468, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 5 1 .61-2.00 (m, 12 H), 2.51-2.61 (m, 2 H), 2.68-2.81 (m 
2 H), 3.23 (s, 6 H), 4.02-4.26 (m, 2 H), 6.73-6.90 (m, 1 H), 7.13-7.23 (m, 1 H), 7.65-7.82 (m, 1 H), 7.96 (d, J= 6.8 Hz' 
1 H), 8.22-8.44 (m, 1 H), 12.63-12.89 (m, 1 H). 
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Example 3109 

AHc/s^4-Dlmethylamlno^^ 
hydrochloride 

Step A: Synthesis of AHe^(4^lmethylamlno-5,6,7>to^ 
3-methyhbenzamlde hydrochloride. 

[0696] Using the procedure for the step E of example 31 07, the title compound was obtained. 
ESI MS m/e 448, M (free) + Na+; NMR (300 MHz, CDCI 3 ) S 1 .60-2.04 (m, 12 H) t 2.27-2.36 (m, 3 H), 2.50-2.61 (m, 
2 H), 2.65-2.84 (m, 2 H), 3.23 (S, 6 H), 4.03-4.27 (m, 2 H), 6.42-6.5B (m, 1 H), 6.96-7.11 (m, 1 H), 7.56-7.75 (m, 2 H), 
8.25-8.47 (m f 1 H). ' 

Example 3110 

AHc/s^-(4-Dlmethylamlno-5,67,8-^ 
hydrochloride 

Step A: Synthesis of AHe/s^4^lmethylamlno-5,67,6-tetrahydr^ 
3,5-dlmethoxy-benzamlde hydrochloride. 

[0697] Using the procedure for the step E of example 31 07, the title compound was obtained. 

ESI MS m/e 476, M (free) + Na+ ; 'H NMR (300 MHz, CDCI3) 5 1 .63-2.04 (m, 12 H), 2.51 -2.62 (m, 2 H), 2.66-2 86 (m 

2 H), 3.23 (s, 6 H), 3.85 (s, 6 H), 4.04-4.27 (m, 2 H), 6.50-6.70 (m, 2 H), 6.95 (brs, 2 H), 8.19-8.47 (m, 1 H), 

Example 3111 

Benzop,1,3]oxadlazole-5s:arboxyllcac^ 
cyclohexyQ-amlde hydrochloride 

Step A: Synthesis of benzo[2,1,3]oxadlazole-5-carboxyllc acld-[c/fr4-(4-dlmethylamlno-5,6,7 l 8-tetrahydro. 
qulnazolln-2-ylamlno)-cyclohexyl]-amide hydrochloride. 

[0698] Using the procedure for the step E of example 31 07, the title compound was obtained. 
ESI MS m/e 458, M (free) + Na+ ; *H NMR (300 MHz, CDCI3) 5 1 .62-2.01 (m, 12 H), 2.56 (t, J= 5.8 Hz, 2 H) 2 71 (t 
J= 6.5 Hz, 2 H), 3.23 (s, 6 H), 4.04-4.27 (m, 2 H), 7.71 (d, J= 8.2 Hz, 1 H), 7.85 (dd, J= 9.5, 1 .1 Hz, 1 H), 7.91 -7.96 
(m, 1 H), 8.27 (d, J = 8.1 Hz, 1 H), 8.42 (t, J = 1.2 Hz, 1 H). 

Example 3112 

AHe/s^(4-Dlmethylamlno-5,6,7,8-tetrah 
hydrochloride 

Step A: Synthesis of AHc/s^-(4-dlmethylamlno-5,6J,8-teta 
benzamlde hydrochloride. 

[0699] Using the procedure for the step E of example 31 07, the title compound was obtained. 

ESI MS m/e 461 , M (free) + Na + ; 1 H NMR (300 MHz, CDCI 3 ) 5 1 .65-2.04 (m, 12 H), 2.50-2.85 (m 4 H) 3 24 (s 6 H) 

4.11-4.29 (m, 2 H), 7.04-7.20 (m, 1 H), 7.56-7.68 (m, 1 H), 8.13-8.38 (m, 3 H), 8.72-8.79 (m, 1 H). 
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Example 3113 

N{c/s^-<4-Dimethylamlno-5,6,7,8-tetrahydro^ 
nicotinamide hydrochloride 

Step A: Synthesis of J^(cJ^aminomethyl^dohexyl)-N* A/*^ 
2,4-dlamlne. 

[0700] A mixture of (ds-4-amino-cyciohexy!methy1)-carbamtc acid benzyl ester obtained in step C of example 3068 
(3.10 g, 11.8 mmol) and (2-chloro-5 > 6 l 7,8-tetrahydro-quinazolin-4-y[)-dimethyl-amine obtained in step B of example 
31 07 (2.00 g, 9.44 mmol) in butanol (3 mL) was stirred at reflux for 1 9 hr. The reaction mixture was poured into saturated 
aqueous NaHC0 3> and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was 
dried over MgS0 4l filtrated, concentrated, and purified by flash chromatography (NH-sillca gel, 33% to 50% EtOAc in 
hexane) to give a pale yellow oil. To a solution of the above oil (2.48 g) in MeOH (25 mL) was added 10% Pd/C (248 
mg). The mixture was stirred at 50 °C under hydrogen atmosphere for 8 hr. The reaction mixture was filtrated through 
a pad of celrte, concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 1% to 5% MeOH 
in CHCI 3 ) to give A^(c/9-4-aminomethyl-cyclohexyl)-/^ (1 .70 

g, 59%) as a pale yellow solid. 
FAB MS m/e 304, M (free) + H+ 

Step B: Synthesis of JV{c/s^4<limethylamino-5,67,8-teto 
2-phenoxy-nlcotlnamlde hydrochloride. 

[0701] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 501 , M (free) + H+ 

Example 3114 

/V^{c/s-4-(4-Dimethylamino-qulnolin-2-ylamlno)-cyclohexy^2-phenoxy-nlcotinamlde hydrochloride 
Step A: Synthesis of 2,4-dichloro-quinoline. 

[0702] A suspension of quinoline-2,4-diol (150 g, 931 mmol) in POCI3 (975 mL, 1 0.4 mol) was stirred at reflux for 6 
hr and the reaction mixture was concentrated. The residue was diluted with CHCI 3 (500 mL) and the solution was 
poured into ice water. The aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was 
dried over MgS0 4 , filtrated, concentrated, and purified by flash chromatography (silica gel, 20% EtOAc in hexane) to 
give 2,4-dichloro-quinoline (177 g, 96%) as a pale brown solid. 

El MS m/e 197, M+ ; *H NMR (300 MHz, CDCI3) 8 7.50 (s, 1 H), 7.65 (ddd, J= 8.3, 7.0, 1.3 Hz, 1 H), 7.79 (ddd, J = 
8.5, 7.0, 1.3 Hz, 1 H), 8.00-8.06 (m, 1 H), 8.16-8.21 (m, 1 H). 

Step B: Synthesis of (2-chloro-qulnolln-4-yl)-dlmethyl-amlne. 

[0703] To a solution of 2,4-dichloro-quinoline (177 g, 894 mmol) in THF (2.1 L) was added 50% aqueous Me 2 NH 
(234 mL, 2.23 mol). The mixture was stirred at ambient temperature for 68 hr. To the mixture was added 50% aqueous 
Me 2 NH (47 mL, 448 mmol) and stirred at ambient temperature for 3 hr. The solution was poured into saturated aqueous 
NaHC0 3 and the aqueous layer was extracted with CHCI3 (three times). The combined organic layer was dried over 
MgS0 4 , filtrated, concentrated, and purified by flash chromatography (NH-silica, 1% to 3% EtOAc in hexane) to give 
(2-chloro-quinolin-4-yl)-dimethyl-amine (75.9 g, 41%) as a pale yellow oil and (4-chloro-quinolin-2-yl)-dimethyl-amine 
(28.0 g, 15%) as a pale yellow oil. (2-chloro-quinolin-4-yl)-dimethy|-amine; 

ESI MS m/e 207, M + H + ; 1 H NMR (300 MHz, CDCI3) 5 3.06 (s, 6 H), 6.71 (s, 1 H), 7.45 (ddd, J= 8.4,7.0,1 .2 Hz, 1 
H), 7.63 (ddd, J= 8.4, 6.9, 1.5 Hz, 1 H), 7.91-7.93 (m, 1 H), 7.97-8.03 (m, 1 H). 
(4-chloro-quinoiin-2-yl)-dimethyl-amine; 

ESI MS m/e 207, M + H 4 ; 1 H NMR (300 MHz, CDCI3) 8 3.18 (s, 6 H), 6.97 (brs, 1 H), 7.18-7.31 (m, 1 H), 7.49-7.63 
(m, 1 H), 7.66-7.72 (m, 1 H), 7.95-8.00 (m, 1 H). 

Step C: Synthesis of ^-(c/s-4-amlno-cyclohexyl)-A/ 4 ,AA*-dlmethyl-quInollne-2,4-dlamlne. 

[0704] A mixture of (2-chloro-quinolin-4-yl)-dimethyl-amine (15.6 g, 75.7 mmol) and (c/s-4-amino-cyclohexyl)-car- 
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bamic acid benzyl ester obtained in step C of example 31 07 (1 8.8 g, 75.7 mmol) in butanol (20 mL) was stirred at reflux 
for 6 days. The reaction mixture was poured into saturated aqueous NaHC0 3 and the aqueous layer was extracted 
with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtrated, concentrated, and purified by 
flash chromatography (NH-siiica, 33% to 50% EtOAc in hexane) to give a pale yellow oil. To a solution of the above 
oil in MeOH (1 70 mL) was added 1 0% Pd/C (1 .70 g). The mixture was stirred at ambient temperature under hydrogen 
atmosphere for 1 .5 days. The reaction mixture was filtrated through a pad of ceiite, concentrated, and purified by 
medium-pressure liquid chromatography (NH-sllica gel, 1 % to 5% MeOH in CHCI3) to give Al-(cfe-4-amino-cyclohexyl) 

Af*-dimethyl-quinoline-2,4-diamine (11 .7 g, 55%) as a pale yellow solid. 
FAB MS m/e 285, M + H + ; ;1H NMR (300 MHz, CDCI3) 5 1.19-1 .96 (m, 10 H), 2.81 -3.03 (m, 7 H), 4.02-4.17 (m, 1 H), 
4.66-4.83 (m, 1 H), 6.03 (s, 1 H), 7.06-7.21 (m, 1 H), 7.39-7.52 (m, 1 H), 7.55-7.67 (m, 1 H), 7.80-7.90 (m, 1 H). 

Step D: Synthesis of AKc^^dlmethylamlno<|ulnolln-2-ylamlno><:yclohexyn-2-phenoxy-nlcotlnamlde 
hydrochloride. 

[0705] To a solution of ^-(c/s^-amino-cyclohexyO-^A^-dimethyl-quinoline^^-diamine (300 mg, 1 .05 mmol) in 
CHCI3 (3 mL) were added Et 3 N (0,31 mL, 2.22 mmol) and 2-phenoxy-nicotinoyl chloride (271 mg, 1.16 mmol). The 
mixture was stirred at ambient temperature for 3 hr. The reaction was quenched with saturated aqueous NaHCO s and 
the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtered, 
concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% EtOAc in hexane). To a 
solution of the above material in EtOAc (2 mL) was added 4 M hydrogen chloride in EtOAc (10 mL). The mixture was 
stirred at ambient temperature for 1 hr and concentrated. The residue was suspended in EtgO (20 mL) and the sus- 
pension was stirred at ambient temperature for 2 hr. The precipitate was collected by filtration, washed with E^O, and 
dried at 80 °C under reduced pressure to give A^[c/s-4-(4-dimethylamino-quinolin-2-ylamino)-cyclohexyl]-2-phenoxy- 
nicotinamide hydrochloride (160 mg, 29%) as a white solid. 

ESI MS m/e 482, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 5 1.57-2.15 (m, 8 H), 3.21 (s, 6 H), 3.73-3.88 (m, 1 H), 
4.06-4.27 (m, 1 H), 5.79 (s, 1 H), 7.12 (dd, J= 7.6, 4.8 Hz, 1 H), 7.19-7.33 (m, 4 H) p 7.41-7.71 (m, 4 H), 7.81-7.97 (m, 
2 H), 8.21 (dd, J= 4.8, 2.0 Hz, 1 H), 8.52 (dd, J= 7.6, 2.0 Hz, 1 H), 8.94-9.08 (m, 1 H), 13.81 (brs, 1 H). 

Example 3115 

AKc/s^-(4-Chloro^ulnolin-2-ylamlnoH:yclohexyl]-2-phenoxy-nicotinamide hydrochloride 

Step A: Synthesis of AKc/9-4-(4-chloro-quinolin-2-ylamlno)-cyclohexyl]-2-phenoxy-nlcotinamide 
hydrochloride. 

[0706] A mixture of 2,4-dichioro-quinoline obtained in step A of example 31 14 (1 .5 g, 7.57 mmol) and A/^c/s^-amino- 
cyclohexyl)-2-phenoxy-nicotinamide obtained in step A of example 2 (2.3 g, 7.57 mmol) in butano) (2 mL) was stirred 
at 130 °C for 3 days in a seated tube. The reaction mixture was poured into saturated aqueous NaHC0 3 and the 
aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtered, 
concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% EtOAc in hexane) to give 
a colorless oil. To a solution of the above material in EtOAc (1 0 mL) was added 4 M hydrogen chloride in EtOAc (0.2 
mL). The mixture was stirred at ambient temperature for 1 hr and concentrated. The residue was suspended in EtgO 
(20 mL) and the suspension was stirred at ambient temperature for 2 hr The precipitate was collected by filtration, 
washed with Et 2 0, and dried at 60 °C under reduced pressure to give SV-[c/s-4-(4-chloro-quinoNn-2-ylamino)-cy- 
clohexyl]-2-phenoxy-nicotinamide hydrochloride (295 mg, 8%) as a white solid and AHc/s-4-(2-chloro-quinolin-4-ylami- 
no)-cyclohexyl]-2-phenoxy-nicotlnamlde hydrochloride (283 mg, 7%) as a white solid. 
/V-[c/s-4-(4-chloro-quinolin-2-yl^ hydrochloride; 

ESI MS m/e 495, M (free) + Na + ; *H NMR (300 MHz, CDCI 3 ) 8 1.86-2.10 (m, 8 H), 3.82-3.96 (m, 1 H), 4.13-4.28 (m, 
1 H), 7.04 (s, 1 H), 7.10-7.34 (m, 4 H), 7.41-7.55 (m, 3 H), 7.71-7.84 (m, 2 H), 7.92-8.11 (m, 2 H), 8.20-8.26 (m, 1 H), 
8.50-8.59 (m, 1 H), 9.83 (bns, 1 H). 

A^c/s-4-(2-chloro-quinolin-4-ylamino)-cyclohexyl]-2-phenoxy-nicotinamide hydrochloride; 

ESI MS m/e 495, M (free) + Na+ ; 1 H NMR (300 MHz, DMSO-de) 8 1.72-2.37 (m, 8 H), 3.64-3.84 (m, 1 H), 4.36 (brs, 
1 H), 6.33 (brs, 1 H), 7.05-7.60 (m, 8 H), 8.06-8.66 (m, 6 H). 
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Example 3116 

3,4-DIfluoro-^[ci^(4-methoxy<|ulnol!n-2-ylamino)-cyclohexyl]-benzamide hydrochloride 

5 Step A: Synthesis of 2-ehloro-quinolin-4-ol. 

[0707] A mixture of 2,4-dichloro-quinollne obtained in step A of example 3114 (3.00 g, 15.1 mmol) and MeOH (485 
mg, 15.1 mmol) in butanol (3 mL) was stirred at reflux for 3 hr. The reaction mixture was suspended in CHCI3 (15 mL) 
and stirred at ambient temperature for 30 min. The precipitate was collected by filtration, washed with CHC^, and dried 
10 at 50 °C under reduced pressure to give 2-chloro-quinolin-4-ol (1 .47 g, 54%) as a pale yellow solid. 

ESI MS m/e 179, M+ ; iH NMR (300 MHz, DMSO-de) 6 6.83 (s, 1 H), 7.27-7.43 (m, 2 H), 7.60-7.67 (m, 1 H), 7.86 (d, 
J=7.9Hz,1 H), 12.05 (brs, 1 H). 

Step B: Synthesis of 2-chloro-4-methoxy-quinollne. 

15 

[0708] To a solution of 2-chloro-quinolin-4-ol (500 mg, 2.78 mmol) in DMF (5 mL) were added K2CO3 (462 mg, 3.37 
mmol) and Mel (21 0 \iL t 3.37 mmol). The mixture was stirred at 50°C for 3 hr. The reaction was quenched with saturated 
aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was 
dried over MgS0 4> filtered, concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 1 0% 
20 EtOAc in hexane) to give 2-chloro-4-methoxy-quinoline (440 mg, 82%) as a white solid. 

ESI MS m/e 194, M + H+ ; NMR (300 MHz, CDCI 3 ) 5 3.71 (s, 3 H), 6.89 (s, 1 H), 7.27-7.43 (m, 2 H), 7.60-7.69 (m, 
1 H), 8.01 (d, J =8.1 Hz, 1 H). 

Step C: Synthesis of 3,4-dif luoro-N-[c/s-4-(4-methoxy-qulnolin-2-ylamino)-cyclohexyl]-benzamide 
25 hydrochloride. 

[0709] A mixture of 2-chloro-4-methoxy-quinoline (250 mg, 1 .29 mmol) and A/-(c/s-4-amino-cyclohexyl)-3,4-dffluoro- 
benzamide obtained in step D of example 3031 (361 mg, 1 .42 mmol) in butanol (1 mL) was stirred at 130 °C for 5 days 
in a sealed tube. The reaction mixture was poured into saturated aqueous NaHC0 3 and the aqueous layer was ex- 

30 tracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, and purified 
by medium-pressure liquid chromatography (NH-silica gel, 20% to 50% EtOAc In hexane). To a solution of the above 
material in EtOAc (2 mL) was added 4 M hydrogen chloride in EtOAc (10 mL). The mixture was stirred at ambient 
temperature for 1 hr and concentrated. The residue was suspended in Et 2 0 (20 mL) and the suspension was stirred 
at ambient temperature for 2 hr. The precipitate was filtered, washed with E^O, and dried at 80 °C under reduced 

35 pressure to give ds-3,4-difluoro-/V-[4-(4-methoxy-quinolin-2-ylamino)-cyclohexyl]-benzamide hydrochloride (79 mg, 
14%) as a white solid. 

ESI MS m/e 434, M (free) + Na + ; 1 H NMR (300 MHz, DMSO-d 6 ) 8 1 .58-2.09 (m, 8 H), 3.55-3.72 (m, 4 H), 3.88-4,06 
(m, 1 H), 5.93 (s, 1 H), 7.03-8.09 (m, 7 H), 8.25-8.45 (m, 2 H). 

40 Example 3117 

/^c/s^-(4-ChioroKiuinolin-2-ylamlno)-cyclohexyl]-3,4-difluoro-benzamide hydrochloride 

Step A: Synthesis of N{c/s-4-(4-chloro-quinolin-2-ylamino)-cyclohexyl]-3,4-dlfluoro-benzamlde 
45 hydrochloride. 

[0710] Using the procedure for the step A of example 31 15, the title compound was obtained. 
AKcte^-(4<hloro-quinolin-2-yl^ hydrochloride; ESI MS m/e 416, M (free) + 

H + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1.82-2.22 (m, 8 H), 3.93-4.28 (m, 2 H), 6.65-6.77 (m, 1 H), 7.08 (s, 1 H), 7.14-7.29 
so (m, 1 H), 7.48-7.64 (m, 2 H), 7.68-7.88 (m, 3 H), 8.09 (d, J= 8.1 Hz, 1 H), 9.82-9.90 (m, 1 H). 

AKcfe-4-(2-chloro-quinolin-4-ylamino)-cyclohexyl]-3,4-difluoro-benzamide hydrochloride; ESI MS m/e 438, M (free) + 
Na + ; 1 H NMR (300 MHz, CDCI3) 5 1 .72-2.37 (m, 8 H), 3.76-3.95 (m, 1 H), 4.49-4.65 (m, 1 H), 6.37 (brs, 1 H), 6.94-7.12 
(m, 1 H), 7.18-7.33 (m, 1 H), 7.39-7.55 (m, 1 H), 7.60-7.76 (m, 1 H), 7.85-7.95 (m, 1 H), 8.06-8.20 (m, 2 H), 8.46-8.58 
(m, 1 H), 8.70-8.87 (m, 1 H). 

55 
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Example 3118 

^c/^K4-Dlmethylamlno^ulnolin-2-ylami^^ hydrochloride 

5 step A: Synthesis of [cte-4^4-dlmethylamlno^ulnolln-2-ylaml^^ acid benzyl 

ester. 

[0711] A mixture of (2-chloro-quinolin-4-yl)-dimethyl-amine obtained in step B of example 3114 (23.6 g, 114 mmol) 
and (ds^-amino-cyclohexylmethyi)-carbamic acid benzyl ester obtained in step C of example 3068 (36.0 g, 1 37 mmol) 
io in butanol (31 mL) was stirred at reflux for 1 4 days. The reaction mixture was poured into saturated aqueous NaHC0 3 , 
and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , 
filtrated, concentrated, and purified by flash chromatography (NH-sillca, 14% to 66% EtOAc in hexane) to give [cfe- 
4-(4-dimethylamino-qulnolin-2-ylamino)-cyclohexylmethyl]-carbamic acid benzyl ester (19.3 g, 39%) as a pale yellow 
solid. 

15 ESI MS m/e 433, M (free) + H + ; 1 H NMR (200 MHz, CDCI3) 5 1.12-1 .97 (m, 9 H), 2.94 (s, 6 H), 3.13 (t, J= 6.4 Hz, 2 
H), 4.06-4.26 (m, 1 H), 4.62-4.94 (m, 2 H), 5.11 (s, 2 H), 6.04 (s, 1 H), 7.14 (ddd, J= 8.4, 7.0, 1 .3 Hz, 1 H), 7.29-7.40 
(m, 5 H), 7.45 (ddd, J= 8.4, 6.8, 1.5 Hz, 1 H), 7.57-7.64 (m, 1 H), 7.84 (dd, J= 8.4, 1.3 Hz, 1 H). 

Step B: Synthesis of ^-(c^amlnomethyl-cyclohexyl)-^, N»-dlmethyl-qulnollne-2 > 4-dlamlne. 

20 

[0712] To a solution of [c/s-4-(4-dimethylamino-quinolin-2-ylamino)-cyclohexylmethyl]-carbamic acid benzyl ester 
(1 9.3 g, 44.6 mmol) in MeOH (200 mL) was added 5% Pd/C (1 .93 g). The mixture was stirred at ambient temperature 
under hydrogen atmosphere for 6 days. The reaction mixture was filtrated through a pad of celite and concentrated. 
To a solution of the residue in methanol (200 mL) was 10% Pd/C (1 .93 g). The mixture was stirred at ambient temper- 
as ature under hydrogen atmosphere for 1 day. The reaction mixture was filtrated through a pad of celite, concentrated, 
and purified by flash chromatography (silica gel, 5% to 14% 7 M NH^MeOH in CHCI3) to give A^-(c/s-4-aminomethyl- 
cyclohexyl)-A/*,/^-dimethyl-quinoline-2,4-diamine (12.7 g, 95%) as a pale yellow solid. 

FAB MS m/e 299, M+ + H+; ^H NMR (200 MHz, CDCI3) 5 1 .08-1 .99 (m, 11 H), 2.60 (d, J= 6.2 Hz, 2 H), 2.94 (s, 6 H), 
4.04-4.22 (m, 1 H), 4.77-4.93 (m, 1 H), 6.06 (s, 1 H), 7.14 (ddd, J= 8.4, 7.0, 1.3 Hz, 1 H), 7.45 (ddd, J= 8.4, 6.8, 1.5 
30 Hz, 1 H), 7.61 (s, 1 H), 7.84 (dd, J= 8.4, 1 .3 Hz, 1 H). 

Step C: Synthesis of A4c/»4.(4-dlmethylamlno^ulnolln-2-ylamino)-cyclohexylmethylh2-phenoxy- 
n i cot! n amide hydrochloride. 

35 [0713] To a solution of 2-Phenoxy-nicotinlc acid (1 90 mg, 1 .20 mmol) and A^-(c/s-4-aminomethyl-cyclohexyl)-/V*,A^- 
dlmethyl-quinoline-2,4-diamine (300 mg, 1.00 mmol) In DMF (3 mL) were added Et 3 N (0.33 mL, 2.40 mmol), HOBt- 
H 2 0 (230 mg, 1 .50 mmol), and EDC-HCI (230 g, 1 .20 mmol). The reaction mixture was stirred at ambient temperature 
for 20 hr. To the reaction mixture was added water (20 mL) and the suspension was stirred at ambient temperature for 
30 min. The precipitated was collected by filtration, washed with H 2 0, and purified by medium-pressure liquid chro- 

40 matography (NH-silica gel, 20% EtOAc in hexane) to give a pale yellow oil. To a solution of the above material in EtOAc 
(1 0 mL) was added 4 M hydrogen chloride In EtOAc (0.2 mL). The mixture was stirred at ambient temperature for 1 hr 
and concentrated. The residue was suspended in EtgO (20 mL) and the suspension was stirred at ambient temperature 
for 2 hr. The precipitate was collected by filtration, washed with EtgO and dried at 60 °C under reduced pressure to 
give AHc/s^-(4-dimethylamino-quinolin^ hydrochloride (1 64 

45 mg, 31%) as a white solid. 

ESI MS m/e 496, M (free) + H + 

Example 3119 

so A4c/s^4-Dlmethylamlno-5-me 

Step A: Synthesis of 2-chloro-4-dimethylamlno-5-methylpyrimidlne. 

[0714] To the solution of 2,4-dichloro-5-methylpyrimidine (20.0 g, 1 23 mmol) in THF (200 mL) was added 50% aque- 
55 ous Me 2 NH (13.3 g, 143 mol) and the mixture was stirred at ambient temperature for 5 days. To the reaction was added 
saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic 
layer was dried over MgS0 4 , filtered, concentrated, and purified flash chromatography (NH-silica gel, 2% EtOAc in 
hexane) to give 2-chloro-4-dimethylamino-5-methylpyrimidine (19.9 g, 94 %) as a white solid and 4-chloro-2-dimeth- 
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ylamino-5-methy!pyrimidine (1 .53 g, 7%) as a white solid. 
2-chloro-4-dimethylamino-5-methylpyrlmldlne; 

ESI MSm/e 172, M + H+; 1 H NMR (300 MHz, CDCI3) 6 2.27 (s, 3 H), 3.15 (s, 6 H), 7.82 (s, 1 H). 
4-chloro-2-dimethylamino-5-methylpyrimidine; 
5 ESI MS m/e 194, M + Na+ ; 'H NMR (300 MHz, CDCI3) 8 2.14 (s, 3 H), 3.15 (s, 6 H), 8.06 (s, 1 H). 

Step B: Synthesis of [c/s^4-dlmethylamlno-5-methyl-pyr^ acid tert- 

butyl ester. 

10 [0715] A mixture of 2-chloro-4-dimethylamino-5-methylpyrimidine (7.00 g, 40.8 mmol) and (c/s-4-amino-cyclohexyl)- 
carbamic acid te/t-butyl ester obtained in step B of example 3031 (9.61 g, 44.8 mmol) in butanol (7 mL) was stirred at 
1 30 °C for 26 hr. The reaction mixture was poured Into saturated aqueous NaHC0 3 and the aqueous layer was extracted 
with CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, and purified by 
flash chromatography (IMH-silica gel, 3% to 50% EtOAc in hexane) to give [c/S"4-(4-dimethylamino-5-methyl-pyrimidin- 

15 2-ylamino)cyclohexyl]-cart>amic acid fert-butyl ester (5.90 g, 42%) as a colortess oil. 

ESI MS m/e 350, M + H + ; 1 H NMR (300 MHz, CDCI 3 ) S 1 .40-1 .84 (m, 17 H), 2.14 (d, J= 0.8 Hz, 3 H), 3.02 (s, 6 H), 
3.53-3.71 (m, 1 H), 3.85-3.99 (m, 1 H), 4.51^4.64 (m, 1 H), 4.68-4.78 (m, 1 H), 7.66 (s, 1 H). 

Step C: Synthesis of W^-(c/s-4-amlno-cyclohexyl)-5 J W*,V*-trlmethyl-pyrlmldlne-2,4-dlamine. 

20 

[071 6] A solution of [c/s-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)cyclohexyl]-cart>amic acid terf-butyl ester 
(5.71 g, 16.3 mmol) in EtOAc (60 mL) was cooled on an ice-bath and 4 M hydrogen chloride in EtOAc (120 mL) was 
added. The mixture was stirred at ambient temperature for 1 .5 hr and concentrated. The residue was dissolved in 1 
M aqueous NaOH and the aqueous layer was extracted with CHCI 3 (three time). The combined organic layer was dried 
25 over MgS0 4 , filtered, concentrated, and dried under reduced pressure to give A£-(c/s-4-amino-cyclohexyl)-5,A^/V*- 
trlmethyl-pyrlmldlne-2,4-diamlne (3.99 g, 98%) as a pale yellow oil. 

ESI MS m/e 250, M + H + ; 1 H NMR (300 MHz, CDCI3) 5 1.39-1.91 (m, 8 H), 2.12 (s, 3 H), 2.79-2.97 (m, 1 H), 3.00 (s, 
6 H), 3.86-4.05 (m, 1 H), 4.71-4.92 (m, 1 H), 7.66 (s, 1 H). 

30 Step D: Synthesis of /^c/^4^imethylamlno-5-methyl-py^ 
benzamide hydrochloride. 

[0717] To a solution of A^-(c/^4-amino-cyclohexyl)-5,A^,A^-trimethyl-pyrimidine-2,4-diamine (200 mg, 0.80 mmol) 
in CHCI3 (4 mL) were added Et 3 N (0.25 mL, 1.79 mmol) and 1 ,3-difluoro-benzoyl chloride (156 mg, 0.88 mmol). The 

35 mixture was stirred at ambient temperature for 22 hr. The reaction was quenched with saturated aqueous NaHC0 3 
and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , 
filtered, concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% to 50% EtOAc in 
hexane and silica gel, 3% MeOH in CHCI3). To a solution of the above material in EtOAc (2 mL) was added 4 M 
hydrogen chloride in EtOAc (10 mL). The mixture was stirred at ambient temperature for 1 hr, and concentrated. The 

40 residue was suspended in EtgO (20 mL) and the suspension was stirred at ambient temperature for 2 hr. The precipitate 
was collected by filtration, washed with E^O, and dried at 80 °C under reduced pressure to give A/-[c/s-4-(4-dimethyI- 
amino-5-methyl-pyrimidin-2-ylamino)-cyclohexyl]-3,4-difluoro-benzamide hydrochloride (56 mg, 1 6%) as a white solid. 
ESI MS m/e 412, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI3) S 1 .64-1 .99 (m, 8 H), 2.26 (s, 3 H), 3.30 (s, 6 H), 4.02-4.25 
(m, 2 H), 6.65-6.74 (m, 1 H), 7.13-7.26 (m, 2 H), 7.53-7.62 (m, 1 H), 7.67-7.79 (m, 1 H), 8.55-8.65 (m, 1 H). 

45 

Example 3120 

A/-[c/s-4-(4-Dlmethyiamino-5-methyl-pyrlmldln-2-ylamlno)-cyclohexyl]-2-phenoxy-nlcotinamide hydrochloride 

so step A: Synthesis of /^c/^4-{4-dimethylamlno-5-methy|.pyrimidin-2-ylamino)-cyclohexyl]-2-phenoxy- 
nlcotinamlde hydrochloride. 

[0718] Using the procedure for the step D of example 3119, the title compound was obtained. 
ESI MS m/e 447, M (free) + H+ ; *H NMR (300 MHz, CDCI3) 5 1 .64-1 .97 (m, 8 H), 2.23 (s, 3 H), 3.28 (s, 6 H) ( 4.01 -4.21 
55 (m, 2 H), 7.13 (dd, J= 7.6, 4.8 Hz, 1 H), 7.19-7.32 (m, 4 H), 7.42-7.52 (m, 2 H), 7.86-7.95 (m, 1 H), 8.21 (dd, J= 4.8, 
2.0 Hz, 1 H), 8.39-8.48 (m, 1 H), 8.53 (dd, J= 7.6, 2.0 Hz, 1 H). 
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Example 3121 

f^c/s^(4-Dlmethylamlno-5-methyl-pyrlmldln-2-ylam hydrochloride 

Step A: Synthesis of AKc/s^4^imethylamlno-5-methyl-pyrlmidin-2-ylamlno)-cyclohexyl]-3-methyl- 
benzamide hydrochloride. 

[0719] Using the procedure for the step D of example 31 1 9, the title compound was obtained. 

ESI MS m/e 390, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI3) 8 1.67-2.01 (m, 8 H), 2.25 (s, 3 H), 2.41 (s, 3 H), 3.30 

(s, 6 H), 4.04-4.22 (m, 2 H), 6.41 -6.52 (m, 1 H), 7.1 9-7.34 (m, 3 H), 7.56-7.66 (m, 2 H), 8.53-8.63 (m, 1 H), 13.04 (s, 1 H). 

Example 3122 

N^c/s^(4-Dlmethylamlno-5-methyl-pyrlmldln-2-ylamino)-cyclohexyl]-3-methoxy-benzamlde hydrochloride 

Step A: Synthesis of M{c/»4-(4-dlmethylamino-5-methyl-pyrlmidin-2-ylamlno)-cyclohexylh3-methoxy- 
benzamlde hydrochloride. 

[0720] Using the procedure for the step D of example 31 1 9, the title compound was obtained. 

ESI MS m/e 406, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 5 1.66-1.99 (m, 8 H), 2.25 (s, 3 H), 3.30 (s, 6 H), 3.86 

(s, 3 H), 4.06-4.23 (m, 2 H), 6.72-6.81 (m, 1 H), 6.98-7.05 (m, 1 H), 7.20-7.43 (m, 4 H), 8.47-8.57 (m, 1 H). 

Example 3123 

A4c/s4^4-Dlmethylamino-5-methyl-pyrlmid^^ 
hydrochloride 

Step A: Synthesis of N^c/s4-(4-dlmethylamlno-5-methyl-pyrimidin-2-ylamino)-cyclohexyl]-2-(4-fluoro- 
phenoxy)-nicotinamide hydrochloride. 

[0721] To a solution of 4-fluoro-phenol (317 mg, 2.83 mmol) in DMA (4 mL) was added 60% NaH in oil (226 mg, 5.56 
mmol). The mixture was stirred at ambient temperature for 1 hr. To the mixture was added 2-chloro-yV-[c/s-4-(dimethyl- 
amino-methyl-pyrimidin-2-ylamino)-cyclohexyl]-nicotinamide (1.10 g, 2.83 mmol) in DMA (3 mL). The mixture was 
stirred at 120 °C for 2 hr and the reaction was quenched with water (60 mL). The aqueous layer was extracted with 
CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, and purified by medium- 
pressure liquid chromatography (NH-silica gel, 33% to 50% EtOAc in hexane) to give a colorless oil. To a solution of 
the above material in EtOAc (10 mL) was added 4 M hydrogen chloride in EtOAc (0.2 mL). The mixture was stirred at 
ambient temperature for 1 hr and concentrated. The residue was suspended in Et 2 0 (20 mL) and the suspension was 
stirred at ambient temperature for 2 hr. The precipitate was collected by filtration, washed with Et 2 0, and dried at 60 
°C under reduced pressure to give A^[c/s-4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexyl]-2-(4-fluoro- 
phenoxy)-nicotlnamide hydrochloride (154 mg, 11%) as a white solid. 

ESI MS m/e 487, M (free) + Na + ; 1 H NMR (200 MHz, CDCI 3 ) 5 1 .61 -2.02 (m, 8 H), 2.24 (s, 3 H), 3.28 (s, 6 H), 4.03-4.25 
(m, 2 H), 7.06-7.33 (m, 6 H), 7.79-7.91 (m, 1 H), 8.16-8.23 (m, 1 H), 8.46-8.59 (m, 2 H). 

Example 3124 

2-(2-Bromoi3henoxy)-fH*/^(4-dlmeth^^ 
hydrochloride 

Step A: Synthesis of 2^2-bromo-phenoxy)-^[d^4-(4<limethylamto^ 
cyclohexylj-nicotinamlde hydrochloride. 

[0722] Using the procedure for the step A of example 31 23, the title compound was obtained. 
ESI MS m/e 547, M (free) + Na + ; *HNMR (200 MHz, CDCI3) 6 1 .72-2.02 (m, 8 H), 2.23 (s, 3 H), 3.28 (s, 6 H), 3.97-4.27 
(m, 2 H), 7.09-7.48 (m, 5 H), 7.66 (dd, J= 7.9, 1.3 Hz, 1 H), 7.84-7.95 (m, 1 H), 8.13-8.19 (m, 1 H), 8.31-8.43 (m, 1 
H), 8.53 (dd, J= 7.4, 2.2 Hz, 1 H), 13.32 (s, 1 H). 
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Example 3125 

1 ^2,3-Dtehloro^henyl)-3-[c^ 
hydrochloride 

Step A: Synthesis of A^(d^amlnomethyl^clohexyl)-5M 

[0723] A mixture of 2-chloro-4-dimethylamino-5-methylpyrimidine obtained in step A of example 31 1 9 (3.00 g, 1 7.4 
mmol) and (ds-4-amlno-cyclohexylmethyl)-carbamic acid benzyl ester obtained in step C of example 3068 (5.48 g, 
20.9 mmol) in butanol (3 mL) was stirred at reflux for 70 hr. The reaction mixture was poured into saturated aqueous 
NaHC0 3 and the aqueous layer was extracted with CHCI3 (three times). The combined organic layer was dried over 
MgS0 4 , filtrated, concentrated, and purified by flash chromatography (NH-sllica, 33% to 50% EtOAc in hexane) to give 
a pale yellow oil. To a solution of the above oil in MeOH (30 mL) was added 10% Pd/C (600 mg). The mixture was 
stirred at ambient temperature under hydrogen atmosphere for 1 .5 days. The reaction mixture was filtrated through a 
pad of celite, concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 2% MeOH in CHCI 3 ) 
to give A^(d^4-aminomethyl-cycloh (103 g, 22%) as a pale yellow 

solid. 

ESI MS m/e 264, M (free) + H+ ; 1 H NMR (300 MHz, CDCI3) 5 1 .15-1 .89 (m, 11 H), 2.13 (s, 3 H), 2.59 (d, J= 6.4 Hz, 

2 H), 3.02 (s, 6 H), 4.03-4.13 (m, 1 H), 4.77-4.85 (m, 1 H), 7.67 (s, 1 H). 

Step B: Synthesis of l^2,3<llchloro^henyl>-3-[c/^( 
cyclohexylmethyl)-urea hydrochloride. 

[0724] To a solution of A^(c/^-aminomethyk*clohexyl^ (300 mg, 1 .1 4 

mmol) in DMSO (3 mL) was added 1 ,2-dichloro-3-lsocyanato-benzene (236 mg, 1 .25 mmol). The mixture was stirred 
at ambient temperature for 16 hr and poured into water (20 mL). The precipitate was collected by filtration, washed 
with water, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% EtOAc in hexane and silica 
gel, 3% MeOH in CHCI3) to give a pale yellow oil. To a solution of the above material in EtOAc (10 mL) was added 4 
M hydrogen chloride in EtOAc (0.2 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated. A 
suspension of the residue in EtgO (20 mL) was stirred at ambient tempareture for 1 hr. The precipitate was collected 
by filtration, washed with Et 2 O t and dried at 60 °C under reduced pressure to give 1 -(2,3-dichloro-phenyl)-3-[c/s- 
4-(4-dimethylamino-5-methyl-pyrimidin-2-ylamino)-cyclohexylmethyl]-urea hydrochloride (326 mg, 59%) as a white 

solid. 

ESI MS m/e 473, M (free) + Na + ; 1 H NMR (200 MHz, CDCI3) 5 1 .45-1 .99 (m, 9 H), 2.24 (s, 3 H), 3.30 (s, 6 H), 3.32-3.43 
(m, 2 H), 4.22-4.38 (m, 2 H), 6.85-7.15 (m, 3 H), 7.22 (brs, 1 H), 8.14-8.26 (m, 2 H), 8.49-8.62 (m, 1 H), 12.14 (s, 1 H). 

Example 3126 

AHc/s^-(4-Dimethylamlno-6-met 

Step A: Synthesis of (2-chloro-6-methyl-pyrlmldln-4-yl)-dlmethyl-amlne. 

[0725] To the solution of 2,4-dichloro-6-methylpyrimidine (20.0 g, 1 23 mmol) in THF (200 mL) was added 50% aque- 
ous Me 2 NH (1 3.3 g, 1 47 mmol) and the mixture was stirred at ambient temperature for 24 hr. To the reaction was added 
saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic 
layer was dried over MgS0 4 , filtered, concentrated, and purified flash chromatography (NH-silica gel, 5% to 1 6% EtOAc 
in hexane) to give (2-chloro-6-methyl-pyrimidin-4-yl)-dimethyl-amine ( 1 4.4 g, 68 %) as a pale yellow solid and (4-chloro- 
6-methyl-pyrimidin-2-yl)-dimethyl-amine (6.57 g, 31%) as a pale yellow solid. (2-chloro-6-methyl-pyrimidin-4-yl)-dime- 
thyl-amine; 

ESI MS m/e 194, M + + Na*; 1 H NMR (300 MHz, CDCI3) 5 2.34 (s, 3 H), 3.10 (s, 6 H), 6.16 (s, 1 H). 
(4-chloro-6-methyl-pyrimidin-2-yl)-dimethyl-amine; 

CI MS m/e 172, M + H+ ; 1 H NMR (300 MHz, CDCI3) 6 2.29 (s, 3 H), 3.16 (s, 6 H), 6.34 (s, 1 H). 

Step B: Synthesis of A^c/s^4-dimethylamlno-6-me^ 
nicotinamide hydrochloride. 

[0726] A mixture of (2-chloro-6-methyl-pyrimidin-4-yl)-dimethyl-amine (300 mg, 1 .75 mmol) and AHc/s-4-amino-cy- 
clohexyl)-2-phenoxy-nicotinamlde obtained in step A of example 3032 (598 mg, 1.92 mmol) in butanol (1 mL) was 
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stirred at 1 30 °C for 40 hr in a sealed tube. The reaction mixture was poured into saturated aqueous NaHC0 3 and the 
aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtered, 
concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% to 50% EtOAc in hexane). 
To a solution of the above material in EtOAc (2 mL) was added 4 M hydrogen chloride in EtOAc (1 0 mL). The mixture 
s was stirred at ambient temperature for 1 hr and concentrated. The residue was suspended in EtgO (20 mL) and the 
suspension was stirred at ambient temperature for 2 hr. The precipitate was filtered, washed with E^O, and dried at 
60 °C under reduced pressure to give A|t-[c/s-4-(4-dimethylamino-6-methyl-pyrimldin-2-ylamino)-cyclohexyl]-2-phe- 
noxy-nicotlnamide hydrochloride (549 mg, 65%) as a white solid. 

ESI MS m/e 447, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1 .67-2.05 (m, 8 H), 2.34 (s, 3 H), 3.12 (s, 3 H), 3.23 (s, 
10 3 H), 4.03-4.22 (m, 2 H), 5.71 (s, 1 H), 7.13 (dd, J= 7.5, 4.8 Hz, 1 H), 7.21-7.32 (m, 3 H), 7.41-7.51 (m, 2 H), 7.84-7.95 
(m, 1 H), 8.21 (dd, J= 4.7, 2.1 Hz, 1 H), 8.45-8.57 (m, 2 H), 13.43 (brs, 1 H). 

Example 3127 

15 flL[ C /s4-(4<llmethylamlno-6-mett^^ 

Step A: Synthesis of ^(cto4-amlno-cyclohexyl)^,Af l l ^-trimethyl-pyrlmldlne-2,4-dlamine. 

[0727] A mixture of (2-chloro-6-methyl-pyrimidin-4-yl)-dimethyl-amine (6.00 g, 35.0 mmol) and (cfe-4-amino-cy- 
20 clohexyQ-carbamic acid tert-butyl ester obtained in step B of example 3031 (8.30 g, 38.5 mmol) in butanol (6 mL) was 
stirred at 130 °C for 48 hr. The reaction mixture was poured into saturated aqueous NaHC0 3 and the aqueous layer 
was extracted with CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, 
and purified by medium-pressure liquid chromatography (NH-silica gel, 16% to 50% EtOAc in hexane). To a solution 
of the above material in EtOAc (60 mL) was added 4 M hydrogen chloride in EtOAc (60 mL). The mixture was stirred 
25 at ambient temperature for 2 hr and concentrated. The residue was dissolved in 1 M aqueous NaOH and the aqueous 
layer was extracted with CHCI 3 (three time). The combined organic layer was dried over MgS0 4 , filtered, concentrated, 
and purified by medium-pressure liquid chromatography (NH-silica gel, 2% to 10% MeOH in CHCI3) to give A^-(cis- 
4-amino-cyclohexyl)-6,A^ l A/*-trimethyl-pyrimidine-2,4-diamine (2.29 g, 26%) as a pale yellow oil. 
ESI MS m/e 250, M + H + ; 1 H NMR (300 MHz, CDCI3) 5 1 .1 8-1 .50 (m, 4 H), 1 .58-1 .93 (m, 6 H), 2.1 9 (s, 3 H), 2.76-2.87 
30 (m, 1 H), 3.03 (s, 6 H), 3.96-4.06 (m, 1 H), 4.78-4.89 (m t 1 H), 5.67 (s, 1 H). 

Step B: Synthesis of AHc/^-(4^lmethylamino-6-methyl-pyrl^^ 
benzamide hydrochloride 

35 [0728] To a solution of /^-(c/s^-amino-cyclohexylJ-e.^A^-trimethyl-pyrimidine^^-diamine (300 mg, 1 .20 mmol) 
in CHCI3 (2 mL) were added APr 2 NEt (0.44 mL, 2.52 mmol) and 3,4-dlfluoro-benzoyl chloride (233 mg, 1 .32 mmol) in 
CHCI3 (1 mL). The mixture was stirred at ambient temperature for 15 hr. The reaction was quenched with saturated 
aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was 
dried over MgS0 4 , filtered, concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% 

40 EtOAc in hexane) to give a colorless oil. To a solution of the above material in EtOAc (1 0 mL) was added 4 M hydrogen 
chloride in EtOAc (0.2 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated. The residue 
was suspended in EtgO (20 mL) and the suspension was stirred at ambient temperature for 2 hr. The precipitate was 
collected by filtration, washed with E^O, and dried at 60 °C under reduced pressure to give A/-[c/s-4-(4-dimethylamino- 
6-methyl-pyrimidin-2-ylamino)-cyclohexyl]-3,4-difluoro-benzamide hydrochloride (359 mg, 70%) as a white solid. 

45 ESI MS m/e 390, M (free) + H+ ; 1 H NMR (300 MHz, CDCI 3 ) 5 1 .64-2.00 (m, 8 H), 2.35 (d, J= 0.6 Hz, 3 H), 3,14 (s, 3 
H), 3.26 (S, 3 H), 4.03-4.29 (m, 2 H), 5.74 (d, J= 0.7 Hz, 1 H), 6.61-6.72 (m, 1 H), 7.14-7.26 (m, 1 H), 7.53-7.62 (m, 1 
H), 7.67-7.78 (m, 1 H), 8.59 (d, J= 7.8 Hz, 1 H). 

Example 3128 

so 

3^hloro-AHcte^(4<limethylamlno*^^ hydrochloride 

Step A: Synthesis of 3^hloro-/^[c/s4-(4-dImethylamlno-6-methyl-pyrlmidln-2-ylamlno)^clohexyl> 
benzamide hydrochloride. 

55 

[0729] Using the procedure for the step B of example 31 27, the title compound was obtained. 

ESI MS m/e 410, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI3) S 1.67-2.00 (m, 8 H), 2.35 (s, 3 H), 3.13 (s, 3 H), 3.25 

(s, 3 H), 4.04-4.26 (m, 2 H), 5.75 (s, 1 H), 6.53 (d, J= 8.6 Hz, 1 H), 7.32-7.48 (m, 2 H), 7.64-7.70 (m, 1 H), 7.83 (t, J 
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= 1.9 Hz, 1 H) t 8.60 (d, J= 7.9 Hz, 1 H), 13.11 (brs, 1 H). 
Example 3129 
5 NL[e/^4.Dlmethylamino-pyrim^ 

Step A: Synthesis of (2-chloro-pyrlmldln-4-yl)-dlmethyl-amlne. 

[0730] To a solution of 2,4-dichloro-pyrimidine (15.0 g, 10.15 mmol) in THF (150 mL) was added 50% aqueous 
w MeNH 2 (22.7 g, 25.2 mmol). The mixture was stirred at ambient temperature for 2 hr. The solution was poured into 

saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic 

layer was dried over MgS0 4 , filtrated, concentrated, and purified by flash chromatography (NH-silica, 20% EtOAc in 

hexane) to give (2-chloro-pyrimidin-4-yl)-dimethyl-amine (8.66 g, 55%) as a white solid and (4-chloro-pyrimidin-2-yl)- 

dimethyl-amine (0.87 g, 6%) as a white solid. 
15 (2-chloro-pyrimidin-4-yl)-dimethyl-amine; 

CI MSm/e 158, M +H + ; 1 H NMR (300 MHz, CDCI 3 ) 83.12 (s, 6 H), 6.32 (d, J= 6.1 Hz, 1 H), 8.00 (d, J= 6.1 Hz, 1 H). 

(4-chloro-pyrimidin-2-yl)-dimethyl-amine; 

ESI MS m/e 157, M+ ; 1 H NMR (300 MHz, CDCI3) 5 3.21 (s, 6 H), 6.50 (d, J= 5.1 Hz, 1 H), 8.18 (d, J= 5.1 Hz, 1 H). 

20 step B: Synthesis of [ci^(4^imethylamlno-pyrlmldln-2-ylamlno)-cyclohexyll-carbamlc acid fert-butyl ester. 

[0731] A mixture of (2-chloro-pyrimidin-4-yl)-dimethyl-amine (1 .50 g, 9.52 mmol) and (c/s-4-amino-cyclohexyl)-car- 
bamic acid fert-butyl ester obtained in step B of example 3031 (2.24 g, 10.5 mmol) in IPA (1 .5 mL) was stirred at 130 
°C for 22 hr in a sealed tube. The reaction mixture was poured into saturated aqueous NaHC0 3 , and the aqueous 
25 layer was extracted with CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtrated, concen- 
trated, and purified by medium-pressure liquid chromatography (NH-silica, 10% EtOAc in hexane) to give [c/s- 
4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyl]-carbamic acid fert-butyl ester (1 .34 g, 42%) as a white solid. 
ESI MS m/e 358, M + Na + ; 1 H NMR (300 MHz, CDCI3) 8 1.45 (s, 9 H), 1.48 (s, 8 H), 3.03 (s, 6 H), 3.61 (brs, 1 H), 
3.89-4.04 (m, 1 H), 4.47-4.63 (m, 1 H),4.77-4.89 (m, 1 H), 5.80 (d, J= 6.1 Hz, 1 H), 7.84 (d, J= 6.1 Hz, 1 H). 

30 

Step C: Synthesis of /^(cls-4-amln<>-cyclohexyl)-A**,iV*-dlnwthyl-pyrlmldlne-2 l 4<llamine. 

[0732] To a solution of [c/s-4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexyl]-carbamic acid te/t-butyl ester (1 .26 
g, 3.76 mmoi) in EtOAc (1 5 mL) was added 4 M hydrogen chloride in EtOAc (15 mL). The reaction mixture was stirred 
35 at ambient temperature for 1 hr and concentrated. The residue was alkalized with 1 M aqueous NaOH. The aqueous 
layer was extracted with CHCI 3 (six times). The combined organic layer was dried over MgS0 4 , filtrated, and concen- 
trated to give A^-(c/s-4-amino-cyclohexyl)-A^, A/ i -dimethyl-pyrinlidine-2,4-diamine (923 mg, quant.) as a pale yellow oil. 
ESI MS m/e 250, M + H + ; 1 H NMR (300 MHz, CDCI 3 ) 5 1 .29-1 .51 (m, 2 H), 1.61-1.91 (m, 6 H), 2.80-2.92 (m, 1 H), 
3.03 (s, 6 H), 3.96-4.04 (m, 1 H), 4.85-4.98 (m, 1 H), 5.79 (d, J= 6.1 Hz, 1 H), 7.84 (d, J= 6.1 Hz, 1 H). 

40 

Step D: Synthesis of N^c/s^-(4-dlmethylamino-pyrimldin-2-ylam^ 
hydrochloride. 

[0733] To a solution of /^-(cfe-4-amino-cyclohexyl)-/V*,A^-dimethyl-pyrimidine-2,4-diamine (300 mg, 1 .20 mmol) in 
45 CHCI3 (3 mL) were added Et 3 N (0.35 mL, 2.51 mmol) and 2-phenoxy-nicotinoyl chloride (309 mg, 1 -32 mmol). The 
mixture was stirred at ambient temperature for 22 hr. The reaction was quenched with saturated aqueous NaHC0 3 
and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , 
filtered, concentrated, and purified by medium-pressure liquid chromatography (NH-silica gel, 20% to 50% EtOAc in 
hexane and silica gel, 3% MeOH in CHCI 3 ). To a solution of the above material in EtOAc (2 mL) was added 4 M 
so hydrogen chloride in EtOAc (1 0 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated. The 
residue was suspended in E^O (20 mL) and the suspension was stirred at ambient temperature for 2 hr. The precipitate 
was collected by filtration, washed with EtgO, and dried at 80 °C under reduced pressure to give A/-[c/s-4-(4-dimethyl- 
amino-pyrimidin-2-ylamino)-cyclohexyl]-2-phenoxy-nicotinamide hydrochloride (150 mg, 26%) as a white solid. 
ESI MS m/e 433, M (free) + H+ 

55 



398 



EP1464 335 A2 



Example 3130 

3 y 4-D!fluoro-flt[c/s4-(4-trifluorom hydrochloride 

Step A: Synthesis of 3,4^ffluoro-M[c/s^(4-trffluoromethy^ 
hydrochloride. 

[0734] A mixture of 2-chloro-4-trif luoromethyl-pyrimidine (200 mg, 1 .09 mmol) and /V-(c/s-4-amino-cyclohexyl)-3,4-di- 
fluoro-benzamide obtained in step D of example 3031 (306 mg, 1 .20 mmol) in butanol (1 mL) was stirred at 130 °C for 
1 2 hr in a sealed tube. The reaction mixture was poured into saturated aqueous NaHC0 3 and the aqueous layer was 
extracted with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, and 
purified by medium-pressure liquid chromatography (NH-sillca gel, 20% to 50% EtOAc In hexane). To a solution of the 
above material in EtOAc (2 mL) was added 4 M hydrogen chloride in EtOAc (10 mL). The mixture was stirred at ambient 
temperature for 1 hr and concentrated. The residue was suspended in Et 2 0 (20 mL) and the suspension was stirred 
at ambient temperature for 2 hr. The precipitate was collected by filtration, washed with E^O, and dried at 80 °C under 
reduced pressure to give 3,4-difluoro-Af-[c/s-4-(4-trifluoromethyl-pyrimidin-2-yl)amino-cyclohexyl]-benzamide hydro- 
chloride (123 mg, 26%) as a white solid. 
ESI MS m/e 423, M+ (free) + Na + 

Example 3131 

3 l 4-Difluoro-A/-[cte-4-(4-methoxy-pyrlmidin-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 3,4^ifluoro-AHc/s-4-(4-methoxy^^ 
hydrochloride. 

[0735] Using the procedure for the step A of example 31 30, the title compound was obtained. 
ESI MS m/e 385, M (free) + Na + 

Example 3132 

W^c/^4-(4,6-Dlmethoxyi3yrlmldln-2-ylamlno)-cyclohexylh3,4<llfluoro-benramlde hydrochloride 

Step A: Synthesis of AKc/s^^^-dlmethoxy-pyrimidin^-ylamlno^clohexyll-S^-dlf luoro-benzamlde 
hydrochloride. 

[0736] Using the procedure for the step A of example 31 30, the title compound was obtained. 
ESI MS m/e 415, M (free) + Na+ 

Example 3133 

2-Phenoxy-AHc'^(^ tri fl uoro ^ 

Step A: Synthesis of 2-phenoxy-/^[c/s^(4-trffluoromethyl^ 
hydrochloride. 

[0737] A mixture of 2*hloro^-trif luoromethyl-pyrimidine (200 mg, 1,10 mmol) and AHc/s-4-amino-cyclohexyl)- 
2-phenoxy-nicotinamide obtained in step A of example 3032 (375 mg, 1 .20 mmol) in butanol (1 mL) was stirred at 130 
°C for 3 days in a sealed tube. The reaction mixture was poured into saturated aqueous NaHC0 3 and the aqueous 
layer was extracted with CHC^ (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated, 
and purified by medium-pressure liquid chromatography (NH-silica gel, 20% to 33% EtOAc in hexane) to give a pale 
yellow oil. To a solution of the above material in EtOAc (1 0 mL) was added 4 M hydrogen chloride in EtOAc (0.2 mL). 
The mixture was stirred at ambient temperature for 1 hr and concentrated. The residue was suspended in E^O (20 
mL) and the suspension was stirred at ambient temperature for 2 hr. The precipitate was collected by filtration, washed 
with Et 2 0, and dried at 60 °C under reduced pressure to give 2-phenoxy-/V-[c/s^4-(4-trifluoromethyi-pyrimidin-2-yl)- 
amino-cyclohexyl]-nicotinamide hydrochloride (111 mg, 21 %) as a white solid. 
ESI MS m/e 480, M (free) + Na + 
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Example 3134 

N^cfe^(4-Methoxy-pyrimidtn-2-ylamiro^ hydrochloride 

Step A: Synthesis of Nic/^-(4-methoxy-pyrlmldln-2-ylamlno)-cyclohexyl]-2-phenoxy-nlcotinamlde 
hydrochloride. 

[0738] Using the procedure for the step A of example 31 33, the title compound was obtained. 
ESI MS m/e 442, M (free) + Na + 

Example 3135 

^[c/s-4-{4,6-Dlmethoxy-pyrlmldln-2-ylamlno)-cyclohexyl]-2-phenoxy-nlcotlnamlde hydrochloride 

Step A: Synthesis of W-[c/^4-(4,6-dlmethoxy-pyrlmldln-2-ylamlno)-cyclohexyl]-2-phenoxy-nlcotlnamlde 
hydrochloride. 

[0739] Using the procedure for the step A of example 31 33, the title compound was obtained. 
ESI MS m/e 472, M (free) + Na+ 

Example 3136 

^c/^4-(4-Dlmethylamlno-5-phenyl-pyrlmldln-2-ylamlno)-cyclohexyl]-2-phenoxy-nlcotlnamlde hydrochloride 

Step A: Synthesis of (5-bromo*2-chloro-pyrlmidln-4-yl)-dimethyl-amlne. 

[0740] Using the procedure for the step A of example 31 29, the title compound was obtained. 
ESI MS m/e 236, M + H+ 

Step B: Synthesis of (2-chloro-5-phenyl-pyrlmldin-4-yl)-dlmethyl-amlne. 

[0741] To a solution of (5-bromo-2-chloro-pyrimidin-4-yl)-dimethyl-amine (2.00 g, 8.46 mmol) in toluene (30 mL) were 
added 2 M aqueous K 2 C0 3 (15 mL), phenylboronic acid (1.03 g, 8.46mmol), and tetrakis-(triphenylphosphine)-palla- 
dium (977 mg, 0.845 mmol). The reaction mixture was stirred at reflux for 8 hr. The mixture was poured into water and 
the aqueous layer was extracted with CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtered, 
concentrated, and purified by flash chromatography (NH-silica gel, 3% EtOAc in hexane) to give (2-chloro-5-phenyl- 
pyrimidin-4-yl)-dimethyl-amine (1.44 g, 73%). 
ESI MS m/e 256, M + Na + 

Step C: Synthesis of /V-[c/s-4-(4-dlmethylamlno-5-phenyl-pyrlmldln-2-ylamlno)-cyclohexyl]-2-phenoxy- 
nlcotlnamlde hydrochloride. 

[0742] Using the procedure for the step A of example 31 33, the title compound was obtained. 
ESI MS m/e 531 , M (free) + Na + 

Example 3137 

AH;c/s4-(5-Chloro^lmethy!amino-pyrlmidta^^ hydrochloride 

Step A: Synthesis of (2,5-dlchloro-pyrlmldln-4-yl)-dimethyl-amine. 

[0743] Using the procedure for the step A of example 3129, the title compound was obtained. 
ESI MS m/e 191, M + 

Step B: Synthesis of V^c/s-4-(5-chloro-4-dlmethylamlno-pyrtmldln-2-ylamlno)-cyclohexyl]-2-phenoxy- 
nicotinamide hydrochloride. 

[0744] Using the procedure for the step A of example 31 33, the title compound was obtained. 
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ESI MS m/e 467, M (free) + H+ 
Example 3138 

M{c/^^4-Dlmethylamino-5-pheny^ 

Step A: Synthesis of /Hc/s^-(4-dlmethylamlno-5-phenyl-pyrlmldln-2^ 
benzamide hydrochloride. 

[0745] Using the procedure for the step A of example 31 30, the title compound was obtained. 
ESI MS m/e 474, M (free) + Na* 

Example 3139 

AHc/s^-(5-Chloro-4^lmethylamlno-pyrl^ hydrochloride 

Step A: Synthesis of AKc/s^-tS-chloro^dimethylamlno-pyrimidin^-ylamino^yclohexyll-d^dlfluoro- 
benzamide hydrochloride. 

[0746] Using the procedure for the step A of example 31 30, the title compound was obtained. 
ESI MS m/e 432, M (free) + Na + 

Example 3140 

AKc/s^-(4-Dimethylamlno-5-fluoro-pyrlmldln-2-ylamlno)^yclohexyl]-2-phenoxy-nicotinamide hydrochloride 

Step A: Synthesis of (2-chloro-5-fluoro-pyrlmldln-4-yl>-dimethyl-amlne. 

[0747] Using the procedure for the step A of example 31 29, the title compound was obtained. 
ESI MSm/e176,M + H+ 

Step B : Synthesis of W-[c/s-4-(4-dimethylamino-5-fluoro-pyrimidin-2-ylamino)-cyclohexyl]-2-phenoxy- 
nicotinamide hydrochloride. 

[0748] Using the procedure for the step A of example 31 33, the title compound was obtained. 
ESI MS m/e 451 , M (free) + H+ 

Example 3141 

A4c/^(5-Bromo^<iimethylamino-pyrimidin-2-ylamlno)^clohexyl]-2-phenoxy-nicotinamide hydrochloride 

Step A: Synthesis of AA{c/^4-(5-bromo-4-dimethylamlno-pyrimidln-2-ylamino)-cyclohexyl]-2-phenoxy- 
nlcotinamide hydrochloride. 

[0749] Using the procedure for the step A of example 31 33, the title compound was obtained. 
ESI MS m/e 533, M (free) + Na+ 

Example 3142 

AKc/s-4-(4,6-Dimethyl-pyrimidln-2-ylamlno)-cyclohexyl]-3,4-difluoro-benzamlde hydrochloride 

Step A: Synthesis of AHc/^4-(4,6-dlmethyl-pyrimidln-2-ylamino)-cyclohexyl]-3 f 4.difluoro-ben2amlde 
hydrochloride. 

[0750] Using the procedure for the step A of example 31 30, the title compound was obtained. 
ESI MS m/e 383, M (free) + Na + 
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Example 3143 

l^<rf»4^4,60lmothy»^yrlmldin-2-ylamlno)^dohexylh2-phenoxy-nteotJnamkte hydrochloride 

Step A: Synthesis of A4c/s^4,6«llmethyl-pyrlmldln-2-ylamino)^ 
hydrochloride. 

[0751 ] Using the procedure for the step A of example 31 33, the title compound was obtained. 
ESI MS m/e 440, M (free) + Na+ 

Example 3144 

3,4-Dlfluoro-N-[cto4-(pyrlmldln-2-ylamlno)-cyclohexylhben2amlde hydrochloride 

Step A: Synthesis of 3,4-dlfluoro-W-(c/»4-(pyrlmldln-2-ylamlno)-eyclohexyrj-benxamlde hydrochloride. 

[0752] Using the procedure for the step A of example 31 30, the title compound was obtained. 
ESI MS m/e 355, M (free) + Na + 

Example 3145 

«L[e/^44>imethylamino-pyrimldln-2-^^ 

Step A: Synthesis of [c/s^4-dlmethylamlno-pyrimldln-2-ylamlno)-cyclohexylmethyll-carbamlc acid benzyl 
ester. 

[0753] A mixture of (2-chloro-pyrimidln-4-yl)-dimethyl-amine obtained in step A of example 3129 (1 .50 g, 9.52 mmol) 
and (c/s4-amino-cyclohexylmethyl)-carbamic acid benzyl ester obtained in step C of example 3068 (2.75 g, 1 0.5 mmol) 
in IPA (1 5 mL) was stirred at 1 30 °C for 22 hr in a sealed tube. The reaction mixture was poured into saturated aqueous 
NaHCO, and the aqueous layer was extracted with CHCI3 (three times). The combined organic layer was dried over 
MgS0 4 filtrated, concentrated, and purified by medium-pressure liquid chromatography (NH-silica, 10% EtOAc in 
hexane'to EtOAc) to give [c/s-4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexylmethyl]-carbamic acid benzyl ester 
(81 6 mg, 22%) as a pale yellow oil. 

ESI MS m/e 406, M + Na+ ; ^H NMR (300 MHz, CDCI3) S 1 22-1 .92 (m, 9 H), 3.03 (s, 6 H), 3.11 (t, J= 6.2 Hz, 2 H), 
4.02-4.15(m,1 H),4.82-4.93(m,2H),5.10(s,2H),5.79(d, J=6.1 Hz, 1 H), 7.28-7.42 (m, 5 H), 7.83 (d, J= 6.1 Hz,1 H). 

Step B: Synthesis of A^(cto-^smlnomethyl-cyclohexyl)-Af»,/V»-dlmethyl-pyrlmldlne-2 1 4-dlsmlne. 

[0754] Using the procedure for the step B of example 31 1 8, the title compound was obtained. 

ESI MS m/e 250, M + H+; 'H NMR (300 MHz, CDCI3) 8 1 .40-1 .88 (m, 9 H). 2.87 (d, J= 5.9 Hz, 2 H), 3.03 (s, 6 H), 4.11 

(brs, 1 H), 5.63 (brs, 1 H), 5.78 (d, J= 6.2 Hz, 1 H), 7.08 (brs. 2 H), 7.82 (d. J= 6.2 Hz, 1 H). 

Step C: Synthesis of A4c/s^4<llrnethylamlno-pyrimldln-2-ylamlno)-<n/clohexylmethyl]-2-phenoxy- 
nicotinamide hydrochloride. 

[0755] To a solution of /v2-(c<s-4-amlnomethyl-cyclohexyl)-W*,/V»-dimethyl-pyrimidlne-2,4-diamine (400 mg. 1.60 
mmol) in CHCI3 (2 mL) were added APr 2 NEt (0.56 mL, 3.36 mmol) and 2-phenoxy-nicotinoyl chloride (523 mg. 2.24 
mmol) in CHCI3 (2 mL). The mixture was stirred at ambient temperature for 5 hr. The reaction was quenched with 
saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic 
layer was dried over MgS0 4 filtered, concentrated, and purified by medium-pressure liquid chromatography (NH-silica 
gel. 20% to 50% EtOAc in hexane) to give a colorless oil. To a solution of the above material in EtOAc (10 mL) was 
added 4 M hydrogen chloride in EtOAc (0.2 mL). The mixture was stirred at ambient temperature for 1 hr and concen- 
trated The residue was suspended in EtjO (20 mL) and the suspension was stirred at ambient temperature for 2 hr. 
The precipitate was collected by filtration, washed with EtjO and dried at 60 "C under reduced pressure to give /V-[cfe- 
4-(4-dimethylamino-pyrimidin-2-ylamino)-cyclohexylmethyl]-2-phenoxy-nicotinamide hydrochloride (199 mg, 26%) as 

a white solid. 

ESI MS m/e 469, M (free) + Na + 
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Example 3146 

3-Hydroxy-AHc/^(qulnol!n-2-ylamlno 

Step A: Synthesis of 3-hydroxy-/^c/^(qu!nolin-2-ylamino)^clohexyn-benramlde hydrochloride. 

[0756] Using the procedure for the step A of example 3036, the title compound was obtained. 

ESI MS m/e 362, M (free) + H+; iH NMR (300 MHz, DMSO-d 6 ) 8 1 .60-2.09 (m, 6 H), 3.83-4.02 (m, 1 H), 4.22-4.49 (m, 

1 H), 679-7.02 (m, 1 H), 7.12-7.59 (m, 5 H), 7.67-8.46 (m, 5 H), 9.40-9.78 (m, 2 H), 12.91-13.17 (m, 1 H). 

Example 3147 

/yu[c/s4-(Qulnolln-2-ylamlno)-cyclohexylhlsophthalamlc acid methyl ester hydrochloride 

Step A: Synthesis of A^[c/^4-(qulnolln-2-ylamlno>-cyclohexylhlsophthalamlc acid methyl ester hydrochloride. 

[07571 Using the procedure for the step A of example 3036, the title compound was obtained. 

ESI MS m/e 404, M (free) + H+ ; 'H NMR (300 MHz, CDCI3) 8 1.54-2.12 (m, 8 H), 3.89-4.31 (m, 5 H). 6.89-7.05 (m, 2 

H), 7.41-7.58 (m, 2 H), 7.68-7.82 (m, 3 H), 8.00-8.22 (m, 3 H), 8.46-8.51 (m, 1 H), 9.66-9.85 (m, 1 H). 

Example 3148 

N^c/^Qulnolln-2-ylamlno)-cyclo^ 

Step A: Synthesis of A4c/s4-(quinolln-2-ylamlno)^dohexyn-3>bis-trlfluoromethyl-ben2amlde 
hydrochloride. 

[0758] Using the procedure for the step A of example 3046, the title compound was obtained. 
ESI MS m/e 482 M (free) + H+ ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .75-2.27 (m, 8 H), 4.00-4.32 (m, 2 H), 6.97 (d, J= 9.4 
Hz, 1 H), 7.42-7.65 (m, 2 H), 7.69-7.80 (m, 3 H), 7.96-8.02 (m, 1 H), 8.20 (d, J= 9.3 Hz, 1 H), 8.35-8.42 (m, 2 H), 
9.69-9.79 (m, 1 H). 

Example 3149 

A4©/s^Quinolln-2-ylamlno)-cyclohexy^ hydrochloride 

Step A: Synthesis of NL[ c /s^(Qulnolln-2-ylamlno)-cyclohexyll-3-trlfluoromethoxy-ben2amlde hydrochloride. 

[07591 Using the procedure for the step A of example 3046, the title compound was obtained. 

ESI MS m/e 430, M (free) + H + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .77-2. (m, 8 H), 3.96-4.29 (m, 2 H), 6.88-7.03 (m, 2 H), 

7.29-7.51 (m, 3 H), 7.69-7.82 (m, 5 H), 8.19 (d, J= 9.5 Hz, 1 H), 9.73-9.86 (m, 1 H). 

Example 3150 

A4c/^4-(Qulnolln-2-ylamlno)-cyclohexyl]-lsophthalamlcacld 

Step A: Synthesis of AKc/»4-(qulnolln-2-ylamino)-cyclohexyl]-lsophthalamic acid methyl ester. 

[0760] To a solution of isophthalic acid monomethyl ester (435 mg) and c/s-A/-quinolin-2-yl-cyclohexane-1 t 4-diamine 
obtained in step A of example 3033 (500 mg) in DMF (5 mL) were added EtjN (0.96 mL), HOBt-H 2 0 (476 mg), and 
EDC-HCI (437 mg). The reaction mixture was stirred at ambient temperature for 18 hr. To the reaction mixture was 
added water (20 mL) and the suspension was stirred at ambient temperature for 30 min. The precipitated was collected 
by filtration, washed with H 2 O f and purified by medium-pressure liquid chromatography (NH-silica gel, 25% EtOAc in 
hexane) to give W-[c»-4-(quinolin-2-ylamino)-cyclohexyl]-isophthalamic acid methyl ester (740 mg) as a white solid. 
ESI MS m/e 404, M + H+ ; ^H NMR (300 MHz, CDCI 3 ) 8 1 .71 -2.05 (m, 8 H), 3.96 (s, 3 H), 4.1 0-4.28 (m, 2 H), 4.80-4.90 
(m, 1 H), 6.16-6.26 (m, 1 H), 6.66 (d, J= 8.8 Hz, 1 H), 7.18-7.20 (m, 1 H), 7.49-7.68 (m, 4 H), 7.84 (d, J= 83 Hz, 1 H), 
8.03-8.10 (m, 1 H), 8.15-8.22 (m, 1 H), 8.35-8.38 (m, 1 H) 
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Step B: Synthesis of AHcte4-{Quinolln-2-ylamlno)-cyclohexylhlsophthelamle acid. 

[0761] To a solution of AKcfe^-(quinolin-2-ylamino)-cydohexyl]-isophthalamic acid methyl ester (400 mg) in EtOH 
(1 2 mL) was added 2 M aqueous NaOH (0.52 mL). The reaction mixture was stirred at ambient temperature for 1 1 hr. 
To the reaction mixture was added 1 M aqueous HCI (0.6 mL) and the aqueous layer was extracted with CHCIg (three 
times). The combined organic layer was dried over MgS0 4 . filtered, concentrated under reduced pressure, purified by 
medium-pressure liquid chromatography (silica gel, 1% to 5% MeOH In CHCI3) to give a white solid. The suspension 
of above solid in EtaO (20 mL) was stirred at ambient temperature for 1 hr and filtered to to give W-[d*4-(Quinolin- 
2-ylamino)-cyelohexyQ-isophthalamic acid (1 83 mg) as a white solid. 

ESI MS m/e 412, M (free) + Na» ; 'H NMR (300 MHz, DMSO-d 6 ) 8 1 .63-2.09 (m, 8 H), 3.84-4.18 (m, 2 H), 6.83-6.91 
(m. 2 H). 7.07-7.17 (m, 1 H), 7.39-7.64 (m, 4 H), 7.83 (d, J= 9.0 Hz, 1 H), 8.03-8.13 (m, 2 H), 8.39-8.53 (m, 2 H). 



Example 3151 

f><Ethyhphenyl-amlno)-/^[ete^(qulnonn-2-ylami 

Step A: Synthesis of CKethyl-phenyl-amlno)-/^[c/»-4-(qulnolln-2-ylamlnoHnfclohexylhacetamide 
dihydrochlorlde. 

[07621 Using the procedure for the step A of example 3036, the title compound was obtained. 

ESI MS m/e 403, M (free) + H* ; <H NMR (300 MHz, CDCI3) 5 1 .18-1 .36 (m, 3 H), 1 .54-2.15 (m, 8 H), 3.39-3.65 (m, 3 

H), 3.68-4.11 (m, 3 H). 6.80-7.20 (m, 3 H), 7.29-7.86 (m, 8 H), 8.07-8.23 (m, 1 H), 9.48-9.68 (m, 1 H). 



Example 31 52 

3,5-Dlfluoro-W-[cte-4-(qulnolln-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 3,5-Olfluoio-W.Ccto-4-(qulnolln-2.ylamlno)-cyclohexyl]-benzamlde hydrochloride. 

[07631 Using the procedure for the step A of example 3046, the title compound was obtained. 

ESI MS m/e 404, M (free) + Na* ; ^H NMR (300 MHz, DMSO-de) 8 1 .71-2.02 (m, 8 H), 3.87-4.13 (m, 1 H), 4.: 

(m 1 H) 7.21-8.01 (m, 7 H), 8.18-8.60 (m, 3 H), 9.48-9.81 (m, 1 H), 13.09-13.28 (m, 1 H). 



Example 31 53 

-Chloro-3-fluoro-W-[cis-^(qulnolln-2-ylamlno)-cyclohexyl]-benzamlde-hydrochlorlde 

Step A: Synthesis of 4^loro^-fluoro-/v-[c/s-4-(qulnolln-2-ylamlno^cyclohexylhbenzamlde hydrochloride. 

[07641 Using the procedure for the step A of example 3036, the title compound was obtained. 

ESI MS m/e 398, M (free) + H* ; 'H NMR (300 MHz, CDCI3) 8 1 .80-2.10 (m, 8 H), 3.97-4.27 (m, 2 H), 6.88-7.03 (m. 2 

H). 7.39-7.50 (m, 2 H), 7.54-7.62 (m, 1 H), 7.66-7.83 (m, 4 H), 8.19 (d, J- 9.4 Hz, 1 H), 9.65-9.82 (m, 1 H). 



Example 3154 

Cl(4^htorc^henyl)^nyl-amlno]-AHe^ 

Step A: Synthesis of eH(4-chlorc-phenyl)^y^mlnoh^[c^ 
dihydrochlorlde. 

[07651 Using the procedure for the step A of example 3036, the title compound was obtained. 
ESI MS m/e 459, M (free) + Na+ ; 1H NMR (300 MHz, DMSO-d 6 ) 8 0.99-1 .1 9 (m, 3 H), 1 .42-1 .96 (m, 8 H), 3.30-3.55 
(m, 2 H). 3.71-3.87 (m, 1 H), 3.94 (s, 2 H), 4.29-4.51 (m, 1 H). 6.57-6.77 (m, 2 H), 7.02-7.58 (m, 4 H), 7.65-8.04 (m, 3 
H),' 8.15-8.44 (m, 2 H), 9.61-9.85 (m, 1 H), 13.17-13.42 (m, 1 H). 
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Example 3155 

AKc/s-4-(Qulnolln.2-ylainlno)-cyclohexylhl8ophthalamlde hydrochloride 

5 Step A: Synthesis of AHc/»4-(qulnolln-2-ylamlno)-cyclohexyll-l8ophthalamlde hydrochloride. 

[0766] To a solution of A/-[ds4-(qulnolin-2-ylarnlno)-cyclohexy0-isophthalamic acid obtained in step B of example 
3150 (160 mg) in DMF (2 mL) were added 28% aqueous NH 3 (30 mg), Et 3 N (0.14 mL), HOBt-H 2 0 (94 mg), and 
EDC-HCI (95 mg). The reaction mixture was stirred at ambient temperature for 16 hr. To the reaction mixture was 

10 added water (20 mL) and the aqueous layer extracted with CHCI3 (three times). The combined organic layer was dried 
over MgS0 4 , filtered, concentrated under reduced pressure, purified by medium-pressure liquid chromatography (NH- 
silica gel, 20% to 50% EtOAc in hexane). The solution of above purified material in EtOH (3 mL) was added 4 M 
hydrogen chloride in EtOAc (0.3 mL). The mixture was stirred at ambient temperature for 2 hr, filtered, and dried under 
reduced pressure to give A^[c/s^-(quinolin-2-ylamino)-cyclohexyi]-isophthalamide hydrochloride (9 mg) as a white 

is solid. 

ESI MS m/e 411, M (free) + Na+ ; 1H NMR (300 MHz, DMSO-dg) 5 1.70-2.06 (m, 8 H), 3.89-4.08 (m, 1 H), 4.19-4.39 
(m, 1 H), 7.17-7.60 (m, 4 H), 7.71-8.46 (m, 8 H), 12.84-12.97 (m, 1 H). 

Example 3156 

20 

3ADmuoro-/^{c/^[(qulnolln-2-ylmethyl)-amlno]-cyclohexyl}-ben2amlde dlhydrochlorlde 

Step A: Synthesis of d.^lfluoro-^lcl^ttqulnolin^-ylmethyO-amlnol^clohexylhbenzamide 
dlhydrochlorlde. 

25 

[0767] To a solution of /V-(c/s-4-amino-cyclohexyl)-3,4-dlfluoro-benzamide obtained in step D of example 3031 (250 
mg) in CHCI 3 (5 mL) were added quinoline-2-carbaldehyde (185 mg), acetic acid (71 mg), and NaBH(OAc) 3 (316 mg). 
The reaction mixture was stirred at ambient temperature for 1 6 hr. The reaction was quenched with saturated aqueous 
NaHC0 3 and the aqueous layer was extracted with CHC^ (three times). The combined organic layer was dried over 

30 MgS0 4 , filtrated, concentrated under reduced pressure, and purified by medium-pressure liquid chromatography (NH- 
silica gel, 20% EtOAc In hexane and silica gel, 2% to 5% MeOH in CHCy to give a colorless oil. To a solution of the 
above oil in EtOAc (10 mL) was added 4 M hydrogen chloride in EtOAc (0.2 mL). The mixture was stirred at ambient 
temperature for 1 hr and concentrated under reduced pressure. A suspension of the above material in E^O (12 mL) 
was stirred at ambient tempareture for 1 hr. The precipitate was collected by filtration, washed with E^O, and dried 

35 under reduced pressure to give 3,4-difluoro-A/-{c/s-4-[(quinolin-2-ylmethyl)-amino]-cyclohexyl}-benzamide dihydro- 
chloride (100 mg) as a white solid. 

ESI MS m/e 418, M (free) + Na + ; 1 H NMR (300 MHz, DMSO-d 6 ) 6 1 .50-1.68 (m, 2 H), 1.90-2.15 (m, 6 H), 3.20-3.37 
(m, 1 H), 3.91-4.01 (m, 1 H), 4.53-4.66 (m, 2 H), 7.46-8.29 (m, 9 H), 8.52 (d, J= 8.5 Hz, 1 H), 9.44-9.62 (m, 2 H). 

40 Example 3157 

/y^c/s^4-Methyl-qulnoH^ hydrochloride 

Step A: Synthesis of A4c/^-(4-methylK?ulnolin-2-ylaminoKyclohexyl]-3,5-bls-trmuoromethyl-benramlde 
45 hydrochloride. 

[0768] Using the procedure for the step B of example 3070, the title compound was obtained. 
ESI MS m/e 496, M (free) + H + ; 1 H NMR (300 MHz, CDCy 6 1.77-2.19 (m, 8 H), 2.74 (s, 3 H), 3.98-4.31 (m, 2 H), 
6.78-6.81 (m, 1 H), 7.40-7.52 (m, 1 H), 7.58-7.78 (m, 3 H), 7.85 (d, J= 9.2 Hz, 1 H), 7.96-8.01 (m, 1 H), 8.36-8.41 (m, 
so 2 H), 9.49-9.64 (m, 1 H). 
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Example 3158 

AHc/^-(4-Methyl^ulnolin-2-y^^ hydrochloride 

Step A: Synthesis of Jf[ete4-(4-methyl<iulnoll^ 
hydrochloride. 

[0769] Using the procedure for the step B of example 3070, the title compound was obtained. 

ESI MS m/e 444, M (free) + H+ ; 'H NMR (300 MHz, CDCI3) 5 1 .68-2.20 (m, 8 H), 2.71-2.75 (m, 3 H), 3.96-4.30 (m, 2 

H), 6.76-6.87 (m, 2 H), 7.30-7.39 (m, 1 H), 7.42-7.52 (m, 2 H), 7.67-7.89 (m, 5 H), 9.50-9.72 (m, 1 H). 

Example 3159 

C4Ethyl-phenyl-amlno)-rV.^ dlhydrochlorlde 

Step A: Synthesis of CKetryl-phenyl-amlno)-r*[^^ 
dlhydrochlorlde. 

[07701 Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 417, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 5 1 .10-1 .38 (m, 3 H), 1 .59-2.05 (m, 8 H), 2.45-2.84 (m, 3 

H), 3.35-4.15 (m, 6 H), 6.57-6.81 (m, 1 H), 6.85-7.52 (m, 7 H), 7.57-7.89 (m f 4 H), 9.20-9.50 (m, 1 H). 

Example 3160 

3-Hydroxy-W-[c/s4-(4-methyl-qulnotln-2-ylamino)-cyclohexyll-benzamlde hydrochloride 

Step A: Synthesis of 3-hydroxy-r*[cte-4-(4-methyl^ hydrochloride. 

[0771] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 398, M (free) + Na+ ; ^H NMR (300 MHz, DMSO-dg) 6 1 .67-2.02 (m, 8 H), 2.53-2.70 (m, 3 H), 3.86-3.99 
(m, 1 H), 4.24-4.40 (m, 1 H), 6.88-6.96 (m, 1 H), 7.06-7.31 (m, 4 H), 7.46-7.57 (m, 1 H), 7.73-7.83 (m, 1 H), 7.92-8.28 
(m, 3 H), 9.66 (s, 1 H), 12.83-12.94 (m, 1 H). 

Example 3161 

2-Amlno-/*[c/^H4-rnet^ dlhydrochlorlde 

Step A: Synthesis of 2-amlno-W-[c/»4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-nlcotlnamlde 
dlhydrochlorlde. 

[0772] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 376, M (free) + H+ ; 1 H NMR (300 MHz, DMSO-d 6 ) 8 1 .63-2.06 (m, 8 H), 2.53-2.70 (m, 3 H), 3.87-4.04 
(m, 1 H), 4.36-4.59 (m, 1 H), 6.92-7.06 (m, 1 H), 7.15-7.27 (m, 1 H), 7.45-7.58 (m, 1 H), 7.69-7.84 (m, 1 H), 7.89-8.01 
(m, 1 H), 8.14-8.58 (m, 4 H), 8.69-8.86 (m, 1 H), 9.54-9.72 (m, 1 H). 

Example 3162 

2>Dlfluoro-N^[c/^(4-methyl<|^ 

Step A: Synthesis of 2,3<llfluoro-AHc/s^(4-meth^^ 
hydrochloride. 

[0773] Using the procedure for the step B of example 3070, the title compound was obtained. 

ESI MS m/e 418, M (free) + Na+ ; 'H NMR (300 MHz, CDCI3) 5 1.56-2.17 (m, 8 H), 2.72 (s, 3 H), 3.88-4.04 (m, 1 H), 

4 09-4 30 (m, 1 H), 6.67-6.92 (m, 2 H), 7.10-7.35 (m, 2 H), 7.41 -7.52 (m, 1 H), 7.60-7.93 (m t 4 H), 9.53-9.75 (m, 1 H). 
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Example 3163 

2^Dmuoro-f*[c^(4Hiiethyl«^^ hydrochloride 

Step A: Synthesis of 2,4^ifluoro-/*[c/s-4-(4-methyl<|uto^ 
hydrochloride. 

[0774] Using the procedure for the step B of example 3070, the title compound was obtained. 

ESI MS m/e 418, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 8 1 .57-2.22 (m, 8 H), 2.73 (s, 3 H), 3.87-4.06 (m, 1 H), 

4.11-4.31 (m, 1 H), 6.69-7.06 (m, 4 H), 7.40-7.56 (m, 1 H), 7.66-7.88 (m, 3 H), 7.98-8.14 (m, 1 H), 9.51-9.83 (m, 1 H). 

Example 3164 

2.5- Dlfluoro-^[cfe^(4-methyl<|uta hydrochloride 

Step A: Synthesis of 2 > 5^muoro-^■[c/s-4-(4.methy^qulnolln-2-ylamlno)-cyclohexyl^ben2amlde 
hydrochloride. 

[0775] Using the procedure for the step B of example 3070, the title compound was obtained. 

ESI MS m/e 418, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 6 1 .46-2.14 (m, 8 H), 2.72 (s, 3 H), 3.84-4.04 (m, 1 H), 

4.09-4.32 (m, 1 H), 6.77 (s, 1 H), 6.82-7.21 (m, 3 H), 7.37-7.54 (m, 1 H), 7.63-7.89 (m, 4 H), 9.54-9.72 (m, 1 H). 

Example 3165 

2.6- Dlfluoro-AHcte-4-(4HTiethy^ hydrochloride 

Step A: Synthesis of 2,6^lfluero-AHc/s-4-(4-me^ 
hydrochloride. 

[0776] Using the procedure for the step B of example 3070, the title compound was obtained. 
ESI MS m/e 418, M (free) + Na + ; *H NMR (300 MHz, CDCI3) 5 1 .72-2.08 (m, 8 H), 2.72 (s, 3 H), 3.91-4.03 (m, 1 H), 
4.13-4.33 (m, 1 H), 6-42-6.54 (m, 1 H), 6.77 (s, 1 H), 6.88-6.99 (m, 2 H), 7.27-7.50 (m, 2 H), 7.66-7.78 (m, 2 H), 7.84 
(d, J= 8.2 Hz, 1 H), 9.53-9.70 (m, 1 H). 

Example 3166 

3^Dlfluoro-W-[c/s-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 3,5<llfluoro-/f[c/^4-(4-methykqulnolln-2-ylamlno)-^clohexyl]-benzamlde 
hydrochloride. 

[0777] Using the procedure for the step B of example 3070, the title compound was obtained. 

ESI MS m/e 418, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI3) 5 1 .78-2.16 (m, 8 H), 2.72 (s, 3 H), 3.96-4.26 (m, 2 H), 

6.78 (s, 1 H), 6.86-7.02 (m, 2 H), 7.33-7.52 (m, 3 H), 7.67-7.78 (m, 2 H), 7.85 (d, J= 8.2 Hz, 1 H), 9.48-9.71 (m, 1 H). 

Example 3167 

<H(4^htoro-phenyl)^hyl-amlno]-^ 
dihydrochloride 

Step A: Synthesis of C^4-chloro-phenyl)^yhamlnohAHc/s^ 
acetamlde dihydrochloride. 

[0778] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 451 , M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 5 1 .14-1 .26 (m, 3 H), 1 .69-2.00 (m, 8 H), 2.60 (s, 3 H), 
3.39-3.61 (m, 2 H), 3.75-4.03 (m, 4 H), 6.63-7.06 (m, 4 H), 7.14-7.32 (m, 2 H), 7.39-7.51 (m, 1 H), 7.64-7.89 (m, 3 H), 
9.44-9.59 (m, 1 H). 
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Example 3168 

4^hloro-3-fluoro-fl-[c/^(4-me^ hydrochloride 

Step A: Synthesis of 4^chloro-3-f luoro-M[c/s^4-methyl^ulnon^ 
hydrochloride. 

[0779] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 412, M (free) + H+ ; 1 H NMR (300 MHz, CDCI3) 8 1.78-2.13 (m, 8 H), 2.70-2.76 (m, 3 H), 3.954.28 (m, 2 

H), 6.65-6.81 (m, 2 H), 7.41 -7.50 (m, 2 H), 7.53-7.59 (m, 1 H), 7.65-7.77 (m, 3 H), 7.82-7.88 (m, 1 H), 9.57-9.71 (m, 1 H). 

Example 3169 

4-Fluoro-^[cte^(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 4-fluoro-^cte^^4-methyl-qulnolln-2-ylamlnoH;yclohexyl]-benramlde hydrochloride. 

[0780] Using the procedure for the step B of example 3070, the title compound was obtained. 

ESI MS m/e 378, M (free) + H + ; 1 H NMR (300 MHz, CDCI 3 ) 8 1.81-2.10 (m, 8 H), 2.72 (s, 3 H), 3.95-4.29 (m, 2 H), 

6.65-6.81 (m, 2 H), 7.10 (t, J= 8.6 Hz, 2 H), 7.42-7.51 (m, 1 H), 7.67-7.91 (m, 5 H), 9.55-9.67 (m, 1 H). 

Example 3170 

3-Fluoro-tf-[cte^(4-methy^ hydrochloride 

Step A: Synthesis of 3-Fluoro-M[cfo^(4-methyl<|Uinolln-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride. 

[0781] Using the procedure for the step B of example 3070, the title compound was obtained. 

ESI MS m/e 378, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1 .77-2.09 (m, 8 H), 2.71-2.76 (m, 3 H), 3.94-4.25 (m, 2 

H), 6.54-6.65 (m, 1 H), 6.76-6.B1 (m, 1 H), 7.13-7.23 (m, 1 H), 7.35-7.61 (m, 4 H), 7.67-7.88 (m, 3 H), 9.58-9.73 (m, 1 H). 

Example 3171 

2-Fluoro-A(c/«4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride 

Step A: Synthesis of 2-Fluoro-W-[c/»-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexylhbenzamlde hydrochloride. 

[0782] Using the procedure for the step B of example 3070, the title compound was obtained. 
ESI MS m/e 378, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1.84-2.15 (m, 8 H), 2.72 (s, 3 H), 3.87-4.01 (m, 1 H), 
4.13-4.29 (m, 1 H), 6.73-6.89 (m, 2 H), 7.07-7.28 (m, 2 H), 7.40-7.51 (m, 2 H), 7.66-7.87 (m, 3 H), 7.96-8.05 (m, 1 H), 
9.62-9.72 (m, 1 H). 

Example 3172 

4^hloro-N[ci^(4^ethyl^ulnolin-2-ylamlno)-cyclohexyl]-benramlde hydrochloride 

Step A: Synthesis of 4-chloro-W-[c/^4-(4-methyl-qulnolin-2-ylamlno)-cyclohexyl]-benzamlde hydrochloride. 

[0783] Using the procedure for the step B of example 3070, the title compound was obtained. 
ESI MS m/e 394, M (free) + H + ; 1 H NMR (300 MHz, DMSO-dg) 8 1.64-2.04 (m, 8 H), 2.55-2.70 (m, 3 H), 3.87-4.04 
(m, 1 H), 4.27-4.52 (m, 1 H), 7.07-7.18 (m, 1 H), 7.46-7.58 (m, 3 H), 7.73-8.02 (m, 4 H), 8.23-8.38 (m, 2 H), 9.39-9.52 
(m, 1 H), 12.96-13.10 (m, 1 H). 
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Example 3173 

Step A: Synthesis of 2-Hydroxy-l^c/s^(4-methyl<|uino!ln-2-ylamino)-cyclohexyq-nicotlnam^ 
hydrochloride. 

[0784] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 399, M (free) + Na + ; 1 H NMR (300 MHz, DMSO-d 6 ) 8 1 .46-1 .99 (m, 8 H), 2.53-2.72 (m, 3 H), 4.02-4.15 
(m, 1 H), 4.20-4.45 (m, 1 H), 6.46-6.56 (m, 1 H), 6.95-7.08 (m, 1 H), 7.45-7.57 (m, 1 H), 7.69-7.83 (m, 2 H), 7.90-8.47 
(m, 3 H), 10.08-10.27 (m, 1 H), 12.48-12.63 (m, 1 H). 

Example 3174 

A4c/s-4-(4-Methyl-quinolln-2-ylamlno)-cyclohexyl]-lsophthalamlc acid-methyl ester hydrochloride 

Step A: Synthesis of f^c/s^^ mrth y | <l ulnol,n ' 2 "y temlno >^ clohe ^n- i80 P htoa,amte acld ™thyl ester 
hydrochloride. 

[0785] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 440, M (free) + Na+ ; 1 H NMR (300 MHz, CDCI 3 ) 8 1 .78-2.21 (m, 8 H), 2.73 (d, J= 1 .1 Hz, 3 H), 3.92-4.07 
(m, 4 H), 4.13-4.29 (m, 1 H), 6.78 (s, 1 H), 6.99-7.10 (m, 1 H), 7.40-7.57 (m, 2 H), 7.67-7.79 (m, 2 H), 7.82-7.89 (m, 1 
H), 8.02-8.19 (m, 2 H), 8.46-8.52 (m, 1 H), 9.46-9.65 (m, 1 H). 

Example 3175 

6-Chloro-A^[ci^4-(4^ethyl<iulnolln-2-ylamino)-<^clohexyl]-nlcotlnamlde hydrochloride 

Step A: Synthesis of 6-chloro-N-[c/s-4-(4-methyl-quinolln-2-ylamlnoH:yclohexyl]-nlcotlnamlde hydrochloride. 

[0786] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 417, M (free) + Na* ; 1 H NMR (300 MHz, DMSO-d 6 ) 8 1 .67-2.03 (m, 8 H), 2.54-2.72 (m, 3 H), 3.91-4.06 
(m, 1 H), 4.26-4.42 (m, 1 H) f 7.05-7.18 (m, 1 H), 7.45-7.57 (m, 1 H), 7.63-7.69 (m, 1 H), 7.73-7.83 (m, 1 H), 7.91-8.04 
(m, 1 H), 8.17-8.31 (m, 2 H), 8.51-8.62 (m, 1 H), 8.83-8.89 (m, 1 H), 9.33-9.51 (m, 1 H), 12.86-13.03 (m, 1 H). 

Example 3176 

6-Dlmethylamlno-/\Hc/s^(4-m^ dihydrochlorlde 

Step A: Synthesis of 6-dlmethytamlno-JHc^(4^e^ 
dihydrochlorlde. 

[0787] To a solution of 6-chloro-AHc/s-4-(4-methyl^ obtained in step A 

of example 31 75 (250 mg) in IPA (1 mL) were added 50% aqueous MeaNH (63 mg) and iPr 2 NEt (1 72 mg). The mixture 
was stirred at reflux for 5 hr t added 50% aqueous Me 2 NH (120 mg), and stirred at reflux for 5 hr. The reaction was 
quenched with saturated aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The com- 
bined organic layer was dried over MgS0 4 , filtrated, concentrated under reduced pressure, and purified by medium- 
pressure liquid chromatography (NH-sllica gel, EtOAc). To a solution of the above material in EtOH (3 mL) was added 
4 M hydrogen chloride in EtOAc (0.47 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated 
under reduced pressure. A suspension of the above material in E^O (3 mL) was stirred at ambient tempareture for 4 
hr. The precipitate was collected by filtration, washed with Et 2 0, and dried under reduced pressure to give 6-dimeth- 
ylamino-A/ L [c/s-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide dihydrochloride (200 mg) as a white solid. 
ESI MS m/e 426, M (free) + Na + ; 1 H NMR (300 MHz, CDCI3) 8 1.73-2.13 (m, 8 H), 2.63-2.80 (m, 3 H), 3.34-3.61 (m, 
6 H), 3.91^.28 (m, 2 H), 6.70-7.07 (m, 2 H), 7.35-8.10 (m, 5 H), 8.29-8.46 (m, 1 H), 8.82-8.98 (m, 1 H), 9.36-9.51 (m, 
1 H). 
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Example 3177 

3.Hydroxymethyl-^[c/«^4-methyl-qulnolln-2-ylamlno)^clohexyl]-benraml^ hydrochloride 

Step A: Synthesis of 3-hydroxymethyl-*Hc/*4-(4-me^ 
hydrochloride. 

[0788] To a suspension of LiAIH (18 mg) in EtgO (5 mL) was added A/-[c/s-4-(4-methyl-quinolin-2-ylamino)-cy- 
clohexylj-isophthalamic acid methyl ester obtained in step A of example 3174 (200 mg) in E^O (2 mL) . The mixture 
was stirred at ambient temperature for 3 hr. The reaction was quenched with water and the aqueous layer was extracted 
with CHCI 3 (three times). The combined organic layer was dried over MgS0 4 , filtrated, concentrated under reduced 
pressure and purified by medium-pressure liquid chromatography (silica gel, 3% to 10% MeOH in CHCI3). To a solution 
of the above material in EtOH (2 mL) was added 4 M hydrogen chloride in EtOAc (0.24 mL). The mixture was stirred 
at ambient temperature for 2 hr and concentrated under reduced pressure. A suspension of the above material in E^O 
(3 mL) was stirred at ambient tempareture for 1 hr. The precipitate was collected by filtration, washed with Et 2 0, and 
dried at 70 °C under reduced pressure to give 3-hydroxymethyl-/V-[ds-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]- 
benzamide hydrochloride (93 mg) as a white solid. 

ESI MS m/e 390, M (free) + H+ ; *H NMR (300 MHz, DMSO-de) 8 1 .66-2.02 (m, 8 H), 2.61 (s, 3 H), 3.87 (brs, 1 H), 
4.22-4.42 (m, 1 H), 4.55 (s, 2 H), 7.03-7. 1 7 (m, 1 H), 7.35-7.59 (m, 3 H), 7.67-7.87 (m, 3 H), 7.91 -8.04 (m, 1 H) , 8.1 1 -8.31 
(m, 2 H), 12.75-12.96 (m,1H). 

Example 3178 

f^c/^^4-Methyl^ulnolln-2-ylamlno)-cyclohexyll-lsophthalamlde hydrochloride 

Step A: Synthesis of N^c/s^K^" ieth Y | <l u,no,,n - 2- y^ m,no )^y clohe ^n-^Phthalamlc acid methyl ester. 

[0789] To a solution of isophthalic acid monomethyl ester (400 mg) and /V-(c/s-4-methyl-quinolin-2-yl)-cyclohexane- 
1 ,4-diamine in step A of example 3070 (400 mg) in DMF (4 mL) were added EtjN (0.52 mL), HOBt H 2 0 (358 mg), and 
EDC-HCI (330 mg). The reaction mixture was stirred at ambient temperature for 12 hr. To the reaction mixture was 
added water (20 mL) and the suspension was stirred at ambient temperature for 30 min. The precipitated was collected 
by filtration, washed with H 2 0, and purified by medium-pressure liquid chromatography (silica gel, 9% MeOH in CHCI3) 
to give A/.[c/s4-(4-methyl-quinolin-2-ylamino)«cyclohexyl]-isophthalamic acid methyl ester (740 mg) as a white solid. 
ESI MS m/e 440, M + Na+ ; 1 H NMR (200 MHz, CDCI3) 8 1 .59-2.09 (m, 8 H), 2.58 (s, 3 H), 3.96 (s, 3 H), 4.02-4.29 (m, 
2 H), 4.72^.87 (m, 1 H), 6.12-6.27 (m, 1 H), 6.48-6.59 (m, 1 H), 7.17-7.30 (m, 1 H), 7.45-7.82 (m, 4 H), 8.00-8.22 (m, 
2 H), 8.32-8.39 (m, 1 H). 

Step B: Synthesis of AKc/^4-(4-methyl-qulnolln-2-ylamlno>cyclohexyl]-lsophthalamlde hydrochloride. 

[0790] To a solution of AHcfe-4-(4-methyl-quinolin-2-ylamino)-cyclohexyi]-isophthalamic acid methyl ester (1 50 mg) 
In EtOH (4.5 mL) was added 2 M aqueous NaOH (0.27 mL). The reaction mixture was stirred at ambient temperature 
for 13 hr. To the reaction mixture was added 1 M aqueous HCI (0.3 mL) and the aqueous iayer was extracted with 
CHCI3 (three times). The combined organic layer was dried over MgS0 4 , filtered, concentrated under reduced pressure, 
purified by medium-pressure liquid chromatography (silica gel, 1% to 5% MeOH in CHCI3) to give a white solid. To a 
solution of the above solid in DMF (2 mL) was added 28% aqueous NH 3 (21 mg), Et 3 N (0.1 mL), HOBt-H 2 0 (67 mg), 
and EDC-HCI (67 mg). The reaction mixture was stirred at ambient temperature for 12 hr. To the reaction mixture was 
added water (20 mL) and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was 
dried over MgS0 4 , filtered, concentrated under reduced pressure, purified by medium-pressure liquid chromatography 
(NH-silica gel, 3% to 9% MeOH in CHCI 3 ). The solution of above material in EtOAc (10 mL) was added 4 M hydrogen 
chloride in EtOAc (0.2 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated under reduced 
pressure. A suspension of the above material in E^O (1 2 mL) was stirred at ambient tempareture for 2 hr. The precipitate 
was collected by filtration, washed with E^O, and under reduced pressure to give A/-[cfe-4-(4-methyi-quinolin-2-ylami- 
no)-cyclohexyl]-isophthalamide hydrochloride 

ESI MS m/e 403, M (free) + H+ ; 1 H NMR (300 MHz, DMSO-de) 8 1 .69-2.04 (m, 8 H), 2.56-2.63 (m, 3 H), 3.92-4.06 
(m, 1 H), 4.28-4.48 (m, 1 H), 7.06-7.17 (m, 1 H), 7.41-7.58 (m, 3 H), 7.70-8.04 (m, 3 H), 8.06-8.43 (m, 3 H), 9.35-9.54 
(m, 1 H), 12.87-13.07 (m, 1 H). 
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Example 3179 

3^hloro-5-fluoro-AH*/s^(4-met^ hydrochloride 

Step A: Synthesis of 3-chloro-5-f luoro-W-[c/s4^4-methyl-qulnolln-2-ylamlnoHvclohexyn-benzamlde 
hydrochloride. 

[0791] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 412, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 8 1 .79-2.12 (m f 8 H), 2.73 (d, J= 0.9 Hz, 3 H), 3.96-4.22 

(m, 2 H), 6.75-6.90 (m, 2 H), 7.17-7.25 (m, 1 H), 7.42-7.51 (m, 2 H), 7.59-7.89 (m, 4 H), 9.51-9.72 (m, 1 H). 

Example 3180 

3A5-™tluoro-A/[c^4-(4-methyl<|ulnolln-2-ylamlno><yclohexylJ-benMml^ hydrochloride 

Step A: Synthesis of 3,4,5-trlf luoro-A^[c/^4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl]-benramlde 
hydrochloride. 

[0792] Using the procedure for the step A of example 3071 , the title compound was obtained. 

ESI MS m/e 414, M (free) + H + ; 1 H NMR (300 MHz, CDCI3) 5 1 .76-2.16 (m, 8 H), 2.73 (d, J= 1 .1 Hz, 3 H), 3.97-4.24 

(m, 2 H), 6.78 (s, 1 H), 6.92-7.04 (m, 1 H), 7.41 -7.60 (m, 3 H), 7.68-7.77 (m, 2 H), 7.82-7.89 (m, 1 H), 9.50-9.64 (m, 1 H). 

Example 3181 

Pyrldlne-2-carboxylic acid [c/s-4-(4-methyl-qulnolin-2-ylamlno)-cyclohexyl]-amlde hydrochloride 

Step A: Synthesis of pyrldlne-2-carboxyllc acid [cte-4-(4-methyl-gulnolin-2-ylamlno)-cyclohexyl]-amlde 
hydrochloride. 

[0793] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 383, M (free) +Na + ; 1 H NMR (300 MHz, DMSO-de) 8 1.63-2.07 (m, 8 H), 2.54-2.71 (m, 3 H), 4.00-4.13 
(m, 1 H), 4.49-4.62 (m, 1 H), 7.10-7.20 (m, 1 H), 7.46-7.56 (m, 1 H), 7.61-8.12 (m, 5 H), 8.33-8.42 (m, 2 H) f 8.65-8.72 
(m, 1 H), 9.46-9.60 (m f 1 H), 13.23-13.38 (m, 1 H). 

Example 3182 

/^[c/^4-(4-Methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamlde hydrochloride 

Step A: Synthesis of A4c/^4-(4-methyl-qulnolin-2-ylamlno)-cyclohexyl]-nlcotlnamlde hydrochloride. 

[0794] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 383, M (free) + Na+ ; 1 H NMR (300 MHz, DMSO-d 6 ) 8 1 .76-2.05 (m, 8 H), 2.54-2.73 (m, 3 H), 3.93-4.07 
(m, 1 H), 4.29-4.48 (m, 1 H), 7.10-7.19 (m, 1 H), 7.47-7.57 (m, 1 H), 7.72-7.85 (m, 2 H), 7.92-8.04 (m, 1 H), 8.21-8.33 
(m, 1 H), 8.48-8.57 (m, 1 H), 8.65-8.73 (m, 1 H), 8.82-8.89 (m, 1 H), 9.14-9.20 (m, 1 H), 9.42-9.58 (m, 1 H), 12.93-13.08 
(m, 1 H). 

Example 3183 

N-{c/s-4-{4-Methyl-qulnolln-2-ylamlno)-cyclohexyl]-isonlcotlnamlde hydrochloride 

Step A: Synthesis of N{c/s-4-{4-methyl-qulnolin-2-ylamlno>-cyclohexyl)-lsonlcotlnamide hydrochloride. 

[0795] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 383, M (free) + Na+ ; 'H NMR (300 MHz, DMSO-de) 8 1 .68-2.08 (m, 8 H), 2.53-2.71 (m, 3 H), 3.92-4.08 
(m, 1 H) t 4.33-4.54 (m, 1 H), 7.11-7.22 (m, 1 H), 7.43-7.60 (m, 1 H), 7.69-7.86 (m, 1 H), 7.89-8.41 (m, 4 H), 8.81-9.07 
(m, 3 H), 9.48-9.67 (m, 1 H), 13.03-13.24 (m, 1 H). 
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Example 3184 

4- Chloro-pyrldlne-2-carboxyllc acid [cte-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexyl)-amlde hydrochloride 

Step A: Synthesis of 4-Chloro-pyrldlne-2-carboxyllc acid [cte-4-(4-methyl-qulnolln-2-ylamlno)-cyclohexylJ- 
amlde hydrochloride. 

[0796] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 41 7, M (free) + Na + ; 1 H NMR (300 MHz, DMSO-d 6 ) 8 1 .62-2.05 (m, 8 H), 2.63-2.72 (m, 3 H), 3.99-4.51 
(m, 2 H), 7.04-7.15 (m, 1 H), 7.46-7.57 (m, 1 H), 7.72-7.85 (m, 2 H), 7.92-8.10 (m, 2 H), 8.16-8.29 (m, 1 H), 8.39 (d, J 
= 8.1 Hz, 1 H), 8.66 (d, J= 5.3 Hz, 1 H), 9.32-9.51 (m, 1 H), 12.93-13.08 (m, 1 H). 

Example 3185 

5- Bromo-AHcte-4-(4-methy^uinolln-2-y!am dlhydrochloride 

Step A: Synthesis of 5-bromo-M[c/s-4-(4-methyl-quinolln-2-ylamlno)-cyclohexyl]-nlcotlnamlde 
dlhydrochloride. 

[0797] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 439, M (free) + H + ; 1 H NMR (300 MHz, DMSO-dg) 8 1 .71-2.02 (m, 8 H), 2.54-2.71 (m, 3 H), 3.88-4.08 
(m, 1 H), 4.25-4.50 (m, 1 H), 7.06-7.18 (m, 1 H), 7.47-7.56 (m, 1 H), 7.70-7.83 (m, 1 H), 7.91-8.04 (m, 1 H), 8.19-8.33 
(m, 1 H), 8.43-8.64 (m, 2 H), 8.86-8.88 (m, 1 H), 8.97-8.99 (m, 1 H), 9.35-9.50 (m, 1 H), 12.89-13.08 (m, 1 H). 

Example 3166 

AKc/s-4-(4-Methyl-qulnolln-2-ylamlno)-cyclohexyl]-6-trmuoromethyl-nlcotlnamlde hydrochloride 

Step A: Synthesis of AKc/s^-(4-methyl<)ulnolln-2-ylamino><yclohexyq-6-trlfluoromethyl-nicotinamld^ 
hydrochloride. 

[0798] Using the procedure for the step A of example 3071 , the title compound was obtained. 
ESI MS m/e 451, M (free) + Na + ; 1 H NMR (300 MHz, DMSO-d 6 ) 8 1.58-2.04 (m, 8 H), 2.53-2.75 (m, 3 H), 3.91-4.09 
(m, 1 H), 4.22-4.44 (m, 1 H), 7.03-7.22 (m, 1 H), 7.45-7.59 (m, 1 H), 7.71-7.85 (m, 1 H), 7.91-8.10 (m, 2 H), 8.15-8.30 
(m, 1 H), 8.42-8.54 (m, 1 H), 8.64-8.81 (m, 1 H), 9.12-9.21 (m, 1 H), 9.33-9.54 (m, 1 H), 12.88-13.00 (m, 1 H). 

Example 3187 

6- lmidazol-1-yl-N-[c/s-4-(4-methyhquinolin-2-ylamlno)-cyclohexyl]-nlcotlnamlde dlhydrochloride 

Step A: Synthesis of 6-lmldazol-1-yl-/^[c/s^(4-methyl<|ulnolln-2-ylamlno)^yclohexyq-nlcotlnamlde 
dlhydrochloride. 

[0799] To a solution of 6-chloro-A/-[c/s-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide obtained in step A 
of example 3175 (250 mg) In BuOH (1 mL) were added imidazole (47 mg) and iPr 2 NEt (172 mg). The mixture was 
heated in a microwave synthesizer at 220°C for 10 min and 230°C for 20 min. To the mixture was added saturated 
aqueous NaHC0 3 and the aqueous layer was extracted with CHCI 3 (three times). The combined organic layer was 
dried over MgS0 4 , filtrated, concentrated under reduced pressure, and purified by medium-pressure liquid chroma- 
tography (NH-silica gel, 50% in EtOAc in nexane). To a solution of the above material in EtOAc (10 mL) was added 4 
M hydrogen chloride in EtOAc (0.2 mL). The mixture was stirred at ambient temperature for 1 hr and concentrated 
under reduced pressure. A suspension of the above material in E^O (12 mL) was stirred at ambient tempareture for 
4 hr. The precipitate was collected by filtration, washed with E^O, and dried under reduced pressure to give 6-imidazol- 
1-yl-A/-[c/s-4-(4-methyl-quinolin-2-ylamino)-cyclohexyl]-nicotinamide dihydrochloride (83 mg) as a white solid. 
ESI MS m/e 427, M (free) + H 4 ; 1 H NMR (300 MHz, DMSO-de) 8 1 .35-2.39 (m, 8 H), 2.60-2.81 (m, 3 H), 3.92-4.28 
(m, 2 H), 6.63-6.92 (m, 1 H), 7.09-8.23 (m, 8 H), 8.53-8.82 (m, 1 H), 8.95-9.41 (m, 2 H), 9.96-1 0.17 (m, 1 H), 13.97-14.19 
(m, 1 H). 
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Example 3188 

^c/s^4.Dln^hy.am.^ 

5 hXht^ lso,N ^ Nlffl ^^ 

" mg), and EDC-HCI (242 ni^3K^S^25ill!7 (M5 ^ N""* 0 (241 

added water (4.8 mL) and the aqueoJsTaye ^teXed S CH^ fhraZTn? ** "J* T ° ^ WM 
dried over MgSO., filtered concentrated ulZ ^ ( times) - 17,9 organic layer was 

raphy (NH-silica e S' E^ntexa„ e TTo ^ SKTSi ""k ^ * ^"W*™ 'nromatog- 
hydrogen chtoride in EtOAclo.5 m L ) ZtZ* wal Ld l^T*™ B ° AC (4 mL) Wa8 added 4 M 

20 Example 3189 

SJISE^^ 80,11 Ic '^ ,m * h ^^ 

EHM £Z2?uZ~t Ur M f ° r t f e St6P A ° f eXamp,e 31 88 - the tit,e com P°"^ was obtained 

■ SHHr a 

Example 3190 
Example 3191 

[0803, To a soiution of ^4-aminome^^ obtained in step B 
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of example 7 (300 mg) in DMSO (3 mL) was added 1,2-dichloro-4-isocyanato-benzene (207 mg). The mixture was 
stirred at ambient temperature for 12 hr and poured Into water The precipitate was filtrated, washed with water, and 
purified by medium-pressure liquid chromatography (NH-silica gel, 25% to 50% EtOAc in hexane). To a solution of the 
above material in EtOAc (2 mL) was added 4 M hydrogen chloride in EtOAc (1 0 mL). The mixture was stirred at ambient 
temperature for 1 hr and concentrated under reduced pressure. A suspension of the residue in E^O (20 mL) was 
stirred at ambient tempareture for 1 hr. The precipitate was collected by filtration, washed with EtgO, and dried under 
reduced pressure to give 1-(2,3-dichloroiDhenyl)-3.[ofs^-(4.dimethylamino-quinolin-2-ylamino)^yclohexyimethyll- 
urea hydrochloride (1 70 mg) as a white solid. 

ESI MS m/e 486, M + ; *H NMR (300 MHz, CDCI3) 5 1 .51-2.18 (m, 9 H), 3.23 (s, 6 H), 3.36-3.44 (m, 2 H), 3.91-4 02 (m 
1 H), 5.78-5.88 (m, 1 H), 6.97-7.12 (m, 3 H), 7.26-7.35 (m, 1 H), 7.58-7.66 (m, 1 H), 7.86 (m, J= 9.0 Hz, 2 H), 8.16 
(dd, J= 8.2, 1 .7 Hz, 1 H), 8.20-8.31 (m, 1 H), 8.65-8.76 (m, 1 H), 12.98-13.21 (m, 1 H). 

Example 3192 



AHc/s4-(4-dlmethylamino-5,67,8-^^ 
hydrochloride 

Step A: Synthesis of AHc/^-(4-dlmethylamlno-^^ 
3,4-drfluoro-benzamlde hydrochloride. 

[0804] To a solution of 3,4-difluoro-benzoic acid (199 mg) and A^-(c/s-4-amino-cyclohexyl)-M,/^-dimethyl- 
5,6,7,8-tetrahydro-quinazoline-2,4-diamine in step D of example 3107 (304 mg) in DMF (4 mL) were added EtjN (0.35 
mL), HOBt-H 2 0 (241 mg), and EDC-HCI (242 mg). The reaction mixture was stirred at ambient temperature for 7 hr. 
To the reaction mixture was added water (20 mL) and the suspension was stirred at ambient temperature for 1 hr. The 
precipitated was collected by filtration, washed with H 2 0, and purified by medium-pressure liquid chromatography (NH- 
silica gel, 20% EtOAc In hexane). To a solution of the above material in EtOAc (10 mL) was added 4 M hydrogen 
chloride in EtOAc (0.2 mL). The mixture was stirred at ambient temperature for 1 hr. The precipitate was collected by 
filtration, washed with EtOAc, and dried under reduced pressure to give A/-{c/s-4-(4-dimethylamino-5 I 6 l 7,8-tetrahydro- 
quinazolin-2-ylamino)-cyclohexy]]-3,4-difluoro-benzamide hydrochloride (252 mg) as a white solid. 
ESI MS m/e 430, M (free) + H+; 1H NMR (300 MHz, CDCI 3 ) 5 1 .56-2.22 (m, 12 H), 2.48-2.84 (m, 4 H), 3.23 (s 6 H) 
3.92-4.33 (m f 2 H), 6.51-6.77 (m, 1 H), 7.01-7.30 (m, 1 H), 7.43-7.86 (m, 2 H), 8.28-8.57 (m, 1 H), 12.56 (m, 1 H). 

Example 3193 



5-Nltro-thlophene-3-carboxyllc acid [c/s^K4-dlmethylamlno-5 > 6,7,8-tetrahydro-qulnazolln-2.ylamlno)- 
cyclohexyl]-amlde hydrochloride 

Step A: Synthesis of 5-nitro-thlophene-3-carboxyl!c acid [c/^(4-dlmethylamlno-5,6,7,8-tetrahydfo- 
quinazolfn-2-ylamino)-cyclohexyi]-amlde hydrochloride. 

[0805] Using the procedure for the step A of example 31 92, the title compound was obtained 

ESI MS m/e 467, M (free) + Na+; 1H NMR (300 MHz, CDCI 3 ) 6 1.51-2.24 (m, 12 H), 2.51-2.62 (m, 2 H) 2 67-2 81 (m 

2 H), 3.23 (s, 6 H), 3.98-4.29 (m, 2 H), 7.42-7.48 (m, 1 H), 8.22-8.29 (m, 2 H), 8.37 (s, 1 H). 

Example 3194 

1 -Methyl-4-nltro-1 rt-pyrrole-2-carboxylic acid [c/s-4-(4-dimethylamino-5 l 6 > 7,8-tetrahydro-qulnazolln- 
2-ylamino)-cyclohexyl]-amlde hydrochloride 

Step A: Synthesis of 1-methyl-4-nitro-1 W-pyrrole-2-carboxylic acid [c/^(4-dimethylamlno-5,6 J,8-tetrahydro- 
qulnazolin-2-ylamino)-cyclohexyl]-amide hydrochloride 

[0806] Using the procedure for the step A of example 31 92, the title compound was obtained 

ESI MS m/e 442, M (free) + H+; 1H NMR (300 MHz, CDCI3) 5 1.57-2.13 (m, 12 H), 2.49-2.61 (m, 2 H), 2 68-2 81 (m 

2 H), 3.22 (s, 6 H), 3.93-4.04 (m, 4 H), 4.14-4.24 (m, 1 H), 7.04-7.12 (m, 1 H), 7.23-7.27 (m, 1 H), 7.49-7.54 (m 1 H)' 
8.30-8.41 (m, 1 H), 12.66-12.92 (m, 1 H). 
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